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w m # 

9 5 9 9 9^Amtt, »*WK»jaSr»S'J b#S*j£flD«:*«rHi 

Integrin Associated Protein ("V^^. I A 

- 2 9 5 9 9 9 #^«f± N -=E-y ^ n — ^l^tfriSH-ft^SWjafcT* h — v^£rff 

WO 9 9/1 2 9 7 3(1 fc h Integrin Associated Protein (^Jt h I 
AP£i~3 ; J. Cell Biol! , 123, 485-496, 1993 \Z.T K y fk^M'R.Xf^^SM 
flSfEtfe ; Journal of Cell Science, 108, 3419-3425, 1995) &£tM£:i--5^e/ ^ 
o-t/V^tfect, ^^kMAP^ftSf^tttt (#K3R3BBJ&Xtje 
y >v«#) JcTtH h-^M^tSWftS^/^P^MABL- 
l£t#\ MABL-2^, Z.tl&M&.TZ^'f'T'V K— v\ MABL-1 (F 
ERM BP-6100) M*MABL-2 (FERM BP-6101) £13 

4#JK¥l 1 -6 3 5 5 7*Mu fc h I APSr^JRi-fS^y^o— *vMBt#a> 
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&mW%-te, ttW-ft* (wh o 1 e I g G) ^-*|Fv^y-| 
#3£^afc^5Wm. £f L< l± 1 o^HiVl^tF 1 o^) Li Vf «^ 



WO 01/79494 



5 



PCT/JP01/03288 



SMfcefc^frWU t h*y^P-t/«L®Vlt©7^!7^M (F 
R) <k "V ^ n —rjUfcft.<DLm.Vmm<D C D R Sr^tffc MftLiVf 

CDR*3it>*FR^T5y^iE^J^-^« ^ife. SmXfif+iP) L 

tK 7yf, 7^ ty*A -tfvvftif) y ^ p - c D R , 

R. iCDR^ffSt h^/^D-t^S^HiVlTOLiVf 
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— n-f aev- 11 (IL-11) >-^ — D-f^r^- 12 (I L 

- 1 2) V^ — n^ifV- 13 (I L — 1 3 ) 

15 (IL-15) Y^—^^n^-a (I FN- a) 

-O-^— 7xny-^ (IFN-jJ) ^^-7xoy- 7 ( I F N — 

y) J&S^/we^ (GH) ^f^Uy^s ikM#«±iJS 

0^ (SCF) ifa.WJb^li5itH^ (VEGF) ^ ±^«it^t@ 

(egf) g^& s #@j^«s^ (ngf) %nmmmmm.m* (F 

GF);$«#, JfiL/h^SSSlfiSSH^ (PDGF) 

igJSH^-jS (TGF-jS) ejfcaSSfcfefflJfcH^ (LIF) ^ 

«#»3S^*H-?- (CNTF) ^">-=t^^^^M (OSM) ^{fc&J: 

HiVt^t; 1 OO LiVf ^lrttf-*iF v O^^f^-Xli 2 o©HiV 

— -7-^^C^©-5I^^^5r-g-^ J.O+SMte^r^:^^ (complementarity 
determining region ; ^TCDRi-fS) t)i©^y^c-t/^ft 
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; e«3i©CDR(t/U-7'l:Ml, CDRiif^ia!) /3 -v— HH3t<£> 
— £ U« 0 3i©CDRttFRiaotSSi:iMi^t 

m®<D$t&7 j mmpi t ttm-a-r z> t m £ o-c\ Kabat, e. a. 

TSequences of Proteins of Immunological InterestJ OgRi!i s bl.ffltwi: 

— ?MKf v 

^ ^ a — ^/u^i <z>49A&& & o Tifc8K*cat£>i-« mmW- 11-635 
~4 N b<te#>!r 2-0^£p— *«Hfi:a5tftfrf±, JbS££>«fc5£2o£U:<Z5 
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T ^ 7 ^ N L<f±3~307^t, £ £> L<{±5~20T5;y ^-e 

JBV^tvrv^^^k #ij;tkfN-t Kn^v-^^y^-f ^ K (NHS) 
v>X ^ > W 5: vvu:*^Ix— h (d S S ) , (x/wfr;* ^t/y^^; s?^)' 

\s— Y (BS 3 K S>^^-lf^ t*^»v( **?/u7vi h) (DSP). 3? 

M-fc*^ (7^*^^^5^n^-F) (DTSSP), xfl^y^ 
Ura— /Utf^ (X^->W ^ vVW*;? v-^— h) (EGS), l-- y — ^ 

tfx (^/^^^ ^ v?/^^^— h) (X/Wfr-EGSK v^^i'W 

5 ^/l/M^m^ (DST), v^/U/fc^ ^ SWS^SliS (^7^-D S 

T) N If* [2- (^>^ v-^-T 5: K^-df-^^7^7i?=yU^-^v) ^^VU] XA-/*;/ 
(BSOCOES), fx [2- (x/^x^i/^^f ^ K^^v^/u^^/l^^ 

v) ji^/i^] x/i^^ (^/utIs-bsocoes) ^ifx-felp, rttbo^^j 

y ^—*mi&m<v^mm$>x\ 2 0 %£*.h, 0 & l < « 5 0 £ & 
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MABL-2»H|VW(;L|Vii?:3 - Ki"5D N A£tf V * 9~ 
-eMM&fc (PCR) m^^Xmm-f Z> fcft, Jones, S. T. (b s 

Bio/Technology, 9, 88-89, 1991 Ktd>M.£ftX^Z>Zf7-J-?~- &ffl^5 ^ k&T* 

5 • mz. tfv* (pcr) ^v^mabl- ufa&RxmA. 
■^—-blxi 3 * -&sc* y =?j* ? y-f?^ ■^—z±j$.(d£. 5 *'*fc£i-5 0 mm 

MA B L - 1 ^OHiVf tXD^MA B L - 2 ^©Hf V^Wii 
10 ^OM<k UT;£^K::fcV^Tte, 5 ' 5 ' -m^ftmz 

^ KSHJIJC CCG GG 5 ^(D&&m bTV\^ 0 ZLfl b c^$iJPS^*^J^f 

§p{ifi^M^^ = — K-T§ I^ODNA^^^n-=y^^^t^ 

4#^ff$^b7bP CR7'7^-7- £/8V^ MABL-1, MABL-2^ 

©7°7^v-^V^PCR{Ci !9liiiiILX#fcMAB L- 1, MAB L- 2£t 
&<D&VmW(,%:. ISOt h CM^ftl^f f5HE FM^^^- (WO 
9 2- 1 9 7 5 KHf Abfc 0 ^ o — Wb^^fcDNA^iajlJ^^S 

<£>^£U Mx.fi. 31^ — KlJ? AU giDNA^-^iyf- (Applied 

25 Biosystems £b$£) Sr^T^T 5 ^ £ &T*% 5 Q 

gp^g^^ls^J^L, j.o^y >-^7— ^N-*s*fc«c-^^ = 
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F v £r^£ £ -^r 3 £ , 4» T'*W «fc < m-*m Fv©^7- 5ii 

\^M(omm^, M*-t£Mmmj&* m^tmmmm, m^m^tit^m%mM 
mm, M&wmmm. Rtmmm^ mnzBgwmm, itffiiw. m^.wt 

Kf4i«3LS»HS N MMGOS 7Hejex»CH03Wlll&'*>"T?3Sgi**L5. 
r *l & PffLigM -e<Z)^m© * ft 3t/8 <D :7° p — ^ — £ Jl^ 

5„ #J;t«:, fc f • YtUuV^jV* (Human cytomegalo- 

virus : H CM V) MM (immediate early) Zfu ^E— ^ — ^H^/B^S V>&& * L 
V\ HCMVyn^-^-^ff5||^^^(:^ HCMV-VH- 
HCyl N HCMV-VL-HCK^f|)oT, PSV2neo|:|*t5^7 
^5: K^^- (SB8^0B^«WO 9 2/1 9 7 5 9#/S) #^2#£*l,5 0 

soffit, *^Ofci?>^v>5^i:©T-#5ni^Sj#»»^*3ttSit 
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in vivo -COffWinMfcWu M^-tfafelEtit^k h IAPt»«t«i^ (Mx. 
fiMABL-1^ T# f—v^ifig^jjt: 

£: Lt, &<£>ii 9 Kif? 5 = jet t Mlo^T/^^^^f^L, S^^^ 

^l^&^&te, 2o^±OHiVt«M2o£(±©LlVf^ #3; 

tiL&fr^F (whole IgG) bitmisTmwte&ft 

fi^*!of&a?icjftiaT?ife« N tern, ^j^^mn, tw^ifiLi, 

MABL-2^) S*©afeasttft:*rW^UX % TlB^^»J^«t «9 JWftfcfcK 



WO 01/79494 PCT/JP01/03288 

19 

0. 1 6mM dNTPs (dATP, dGTP N dCTP, dTTP), 2.5^- 
= yhODNAJKy>7 ~~ t? AmpliTaq Gold (&Jh PERKIN ELMER *±M) „ 0.2/i 
MOgE?IJ#-5§- : 1 ^TF-fTf-^p—y^^-^—t 0. 2 a M<£>iE#!#-5§- : 2C/ff 
MKCy7^?-MMABL-l^©Z*icDNA O.ln ^tU 
9 4 , CO^*!l§.^tcr 9^f^LT^C9 4tl:tim 6 0°C\CX 
T*7 2°C^-Cl^-2 0^(13, ^CDllSJ^-e^UfCo ©SJfclNf 3 5 IBS 

(2) MABL- lHlVfj^j- K-f-5 cDNA^i 
PCR©fcfe©7 B 7^v-i: UTia^J## : 1 fc^fj W«-7°7-fv>- 1, 

Sit^ia^IJ^-i- : 3|:/TfMHC-i/ 1 (Mouse Heavy Constant) ~fj-<^r^ 
(Bio/Technology, 9, 88-89, 1991) ^ffiWc 0 
c DNA<Diti|iI«:, 0. 2 mMOMKC^^v- Oftfc^ KlO. 2 ^MCMH 

c-y i ^^^-^-^m^xmrn^^m^x, mmi. s en \-&^xl 
mvmwakfc^<Dm%fc^^xtdM vtod t m tjjmz. <t •? fro fc a 

(3) MABL- 2LlVi^n-Kt^ cDNAg)^ 
PCR©fc^7°7^v-i: LTlflM#-§- : l(OTt7W^7^-7-l x 

cDNA(Diti{iI{^ MABL-lftj||OZ*icDNA O.lja g <£>ftfr 9 
MABL-2toZ/):icDNA 0 . 1 a g ^^Tit*! L^StI^X. fff 
SB 1 . 3 ( 1 ) Cfc^TMA B L — 1 L^V^at^^it*I^oVMTfE« Lfc 

(4) MA B L- 2HTO^3-Kt5 cDNA^I 
PCR©fc^y7^-r-i LTia^J#^- : l^fTW^'fv-K 

&UfajIJ#-§- : 4 t/TfMH C- V 2a7"7^ ^r— (Bio/Technology, 9, 88-89, 

1991) *m^tc 0 

c DNA<Digifigte % 0. 2 J aMOMKC/7-l'-7- <Dftfc> «9 fclO. 2 jiMOMH 
C-y 2 a T'^-f -r-^v>Tifi('SLfc^:?:i^V>-C. fltrlS 1 . 3 (3) {-*JV>T 
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- Kt5 tfi^^f t5 ^7 ^ ^ KSr»SlDNAWf>t-^fcfNKU p G EM— 

aWS^Sr^-t-S^^^^ K*flfKDNA»f^6fam pGEM-M2Hi 

Ittfeftl 2 (DNAOtSS?90ftj£) 

SfjfS<Z)7°7^ ^ ^©cDNAn- K««©itaEEa?II©**f± % liDNA;/ 

— r^.^f— (Applied Biosystem RXfi ABI PRISM Dye Terminator Cycle 
Sequencing Ready Reaction Kit (Applied Biosystem }±M) &r^)V^T\ — 

^7^5 Kp GEM-MI L(^stl5.v!)7MAB L - l»LfVM 
7°^^ 3: KpGEM-MlHICtmS^^MABL-l^OHi 
7*7^ KpGEM-M2LiC^^vr^7MABL-2»Li 

^fc, ^V^^ KpGEM-M2Hmtl5-7i>^MABL-2»Hl 
(CDR«) 

4007 V-A !7-^M^ 3 Bp-feffiffi&ft^Me (CD R) 

fc:<J:!)g#££nTV^o 71/- ^!7 — ^©75 y^fB^Jfi, Jfctfc8j&< flM^Sft 
TV^3S X — CDR^JK©T5^g6iB2?IJoaESttr4fii«)-C^ (Rabat, E. A. 
£k TSequences of Proteins of Immunological Interest J US Dept. Health and 
Human Services, 1983) 0 

&mWi<DT$ y^lH^lJ^Ka bat £> J: 9 f£M£ ttfc^tffcOT ? 7 KiB?!l©7* 
-^^Ic^TH:^ ^tiSrP^S^K:^ CDR^^i^i~^D< 
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9 4°C<D%)mB.miZX 9#IW-t tt^H 9 4°C^T 1 #Wk 6 0°C^T 1 

t>* 7 2 °c^-c i ^ 2 o $j>Rg % r oiii^x^p^ ufc r ota^^-r 3 5 |E]S 

« Ufc^ KJSa^4&S:H»- 7 2 °c-e 1 0 ftffltof£ Lrt 0 

P QIAquick PCR Purification Kit (QIAGEN #M) ^V^T*tM 

5 U Hind III MBamHItl^U ^LTLiV«Co^Tfi, HE 

-7 \^fh^tl? n — =V^"bfc 0 DNAlH^J**:^^ jEl^DNAfa^J-SrW 
i-SDNAgff^-^tp^^^^ K»^HEF-M1L, HE F -Ml Ht 
L7h„ 

10 4. 2 ^r^ 7MAB L- 2^M-<^ ^-QM 

c DNA(D§MU?^ p GEM-MI L^tfpGEM-MlH 

(DftfrK) fcp G EM— M 2 LMp G EM-M 2 H^^MDN A43Hf*I U7t^;^ 

£?TV\ DNA@E^J^^^ N IELV^DNAgfi^J^^--r§DNA^f^-^tf^ , 7 
15 K5r j etL ; etLHEF-M2L, HEF-M2Hi:^ Lfc, 

4.3 c o s 7 mm^fpmfc^mx 

7MAB L- 1 £tf£&t5=irp< 7MABL - 2 £t#©— miZLZg^WL^-t % 

(1) ^r^^MABL-ljTL^j&a^A 

20 HE F-Ml L tHEF-Ml H-<^^ — ^r N Gene Pulser (BioRad *± 

m) zm^x^u? bvtfu—^z^tzxv cos 7Mmi t £mmmn&&isfc.o . 

#DNA (10/ig) £ N PBS^lxi0 7 iJ|/mlO0. 8mU^$/ 
h^U^i x 1.5kV, 25/i F C^S^T^W* &5-X.tz. a 

25 10%© y-^n^JJ ^7^- l>->J^HjfeL^^^-f SDMEMfM (gibco 

brl urn) i£Mz.it„ 7 2mmmm>n&, mm±ffi&M#>, *?>»a& 

(2) 7MABL-2fetef^X 



WO 01/79494 



PCT/JPOl/03288 



25 

tt\ HiV^^)N»3-Kt5DNAlW^!)^XLloNc o Iffl 
HAS (T^^-B, IEJ!l#-§- : 14) f* % H*Vffi#©C5|5««r=r-- K1~5 

y (oit.sxo^isz?*?^-*— l s (y^-r^— c % ie?ij#-§-: is) r± N 

W7^v^LAS (^-f-^— D N @H^IJ#^-: 16) f± N JJ i'* — ©C5kflg 

tt N y ^-OC^n-KfSDNAl^yy^VXLloLiVft© 
N5fcgg£r = — Kf5DNA|^w^7 y^tSip UlfStJ-Lfco L#Vfg#6© 
fc<)Ot*7*7'fv-VLAS-FLAG (7*7 1' F N : 18) fi % 

L|Vi«©C*S^3- KtSDNAlW^y ^XLloFLAG^f 
K*T = — Ki~5ia^J (Hopp, T. P. Bio/Technology, 6, 1204-1210, 1988), 
2fl©«iWjh= KVXV E c o R I MBS»*KS6«p&S:^ri-5«t 5 fcKff-bfc. 

Sf§— P CRSP&^*5V>T 3o«A-B, C E - F &frV\ -ett 
#PCR^4feSr«f»Lfc. m— PCR^?>#e>tL7b3o^PCR^#j^^ 

WMAB L- l£t#— v^ = ^K-t-5^DNA^±iifiIL.7 % c (M— P 
CR) Q fc*5 % PCRjCjSV^tt. MMA B L - 1 ^Hi ^ - 

Kt57*7^5KpGEM-MlH (HJSM 2 , Gly Gly Gly 

Gly Ser Gly Gly Gly Gly Ser Gly Gly 
Gly Gly Ser (MBJU#-^ : 1 9) }6»fefc5 y y*-f^S:3- F^TS 
D N AlH^'J (Huston, J. S. Proc. Natl. Acad Sci. USA, 85, 5879-5883, 
1988) ^A/^57*7^5 KpSC-DPl, RU«ffMMAB L - lSi*L 
iVf^$r = - KtS^^ ^ Kp GEM-M 1 L (MMM 2 £#JS|) Ztti^ 
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1 - 1 &@(f v (Dm.mm&iRxfT ^ / mM^trnzm-^ 2 0 ^^i- 0 

— ZftMlTZrclb, p s cMl^^*-*PCRfetj:!)fi|iUfc. -eUT#b 
tlfcDNAlf^^pCHOlli^^HClAUc *33 % — p 

CHOlit DHFR— AE — r vH-PMl-f (WO 9 2 / 1 9 7 5 9 # 
fig) EcoRIX^Sma Hlftfc i ^MfifflmU EcoRI 

-Notl-BamHI Adaptor (^@3&*±M) 3rJg*H-5 - £ J: V 

= - KtSDNAIW/y ^XLloS a 1 I ffllS^MkffMfc 

u— ?w>m<DMt'&*^~- Ki-^DNA^^-r^y ^x-r5ia#j#-5§- 2 

2 f^fFRHl a n t i T^-f ^— &;gV^ 0 

P C R^&£ 1 0 0 /i 1 ft, lO^lClOXPCR Buffer II N 2 mM M g 
C 1 2N 0.16 mM dNTP s N .5a=y hCQDNA^P ^ AmpliTaq 
Gold, O^AMfoO^'fv- M8ng©iiDNA (pscMl) £ 
U 9 5 tOlOiSg^T 9 5^^^ LTiSfejC 9 5 1 1 ^P^, Q 0°C\Z.X 

3 5 bfc# N KJSi&^ttSrJEfc: 7 2 °CT* 7 Ufc. 
PCR4» QIAquick PCR Purification Kit (QIAGEN #M) ^m^^Xmm 

U Sal lRtJ<Mbo II X'mit^, N»Sf^MABL-l^-*i 
F vSr=i Kt5DNABf>i"|r#fc 0 Jcfc, p s cMl^^^Mb o II R 
IKE c o R I X-mit U C»SitoB L - 1 fitfr— v £ = — Ki~ 
^DNA®f^-^r#fc 0 ^LT, Sail -Mb o II DNA^&ZJ^Mb o II- 
EcoRI DNAi^pCHOl-I gs^^-(^n-=y^Lfc 0 D 
NAgB^Jife^cD^ iELV^DNAia^J5^W1-'SDNA^f>^-^^p^7^ ^ K3> p 
CHOMli^Lfc (0 6«:#J8Q O fc*3 N *M^^-pCH0 1-I gs 
te> tAft^SWiia^JSa^tCiB-ra^^^ I gGl^^tWlj (Nature, 
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^MABL-2^-*lF v ££^*^^d ^tffelzX <3fltfEL7c 0 

A-<h LT p CHO 1 ^-^te^AtfcC O S 7«f i±i|fcoV^T S 
D SS^^cS6SrfTV\ REINFORCED NCI (Schleicher & Schuell 

0.05%Tween20-PBSC«, #CF LAG^ (SIGMA #M) 

^-a-^!7^ I gGfetft: (Zymed %fcM) SrJPx., M^T-f ^=¥^--<— is 3 ^ 
t>*gfc^m> fi§C^$& (Kirkegaard Perry Laboratories *±I£) £r^JJI] U 
-frfc (HI7) 0 

^<DW^ p CHOM2^^-^ACOS 7*fflI&i#aJh?ff4 I ^<WF LAG 
F v tf^&fx £ ^ T v ^ <5 r. t & W tb fat & o fc 0 

5. 5 z.Eir fr^ ^ ^ hJ rz 

ID— SrfTofCo t h Integrin Associated Protein (I AP) ^^g^l^S 
•rV^&tiUumimMWL 12 1 0 5M N fc5VS3=i^ fn- ^i: LTp COSM 
— £^SCffS^L-7tL 12 1 0«2 X 1 O s mi^ SitoBL-2^- 
*^F v^m^^rfcCOS 7#«^*_b?f fcSV^n^b LTpC 

s l/$LT$m$-<D^ Y!)^FLAG^ (SIGMA 3£BQ ^[I^7c 0 -f 
^^•zz.f<<— «>3 V&tMfe^©iL F I TCtl!8Lfc£v^!7* I g G£l# (BECTON 
DICKINSONS) ^n^Lfd 0 ff^^^^- >> 3 ^U?gfe#(D^ N FACSc 
a n^fi (BECTON DICKINSON #M) KTSbte^^M^ L-7c„ 

^(OW^ Sf^MAB L - 2 gt#:-^:iF v fi, k M AP &38Jgi-5 L 1 
2 1 0«^#^^^U7c^i:^J:i9 s r©WMABL-2^-*I 
F vflSfc h Integrin Associated Protein {cMt577^=T>f t5 C £ 
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#,^rtfV>, FACS c a n^g (BECTON DICKINSON #M) fcX^ffiU^lMfe L 

it. 

Annex i n - V^fefetC J; 5$P#f ©jfe^SrEI 1 3-1 8 K-tavefc^Lfc. 
ABL-2tft-*|Fv (MABL2-scFv) L 1 2 1 0 $BJ3£tC:fcV^T 

t m Kv^mMmmm^^mm^mm^tL (aia-ie). *fc ccr 

F : -CEM»^C4oV^T^ = ^ /i.^tb^UT^LV^^^^fl^Ufc (HI 

1 7 — 1 8) 0 

5. 8 CHO^BJ^^fett^MAB L- 2 jTL&aSfccP— :£ilF v /K U K<£> 

MAB L- 2^S5!e(D— ^F v (zKU-v^K) ©HWiCHO« 
^^^-f-?>7cfe. p CHOM2^^- ^CHO^fflilSdst'eT-^AbfCo 

pCHOM2^^, Gene Pulser (BioRad tfcj© £r/gV^T^I^ h 

utfU—i V CHO^^K^Ufdo DNA (10m g) tPBS 
{MLfcCHOM (lX10 7 «/ml) ©0.7ml-^Ucb©^^ 
a--<5/ H^Px.. 1 . 5 k V. 2 5 /z F <D^ft^T^/^?r^-x.7c 0 1 0 

mi^ikm^^'r^mm^a-MEMmm (gibco brl *±$$q \z.mx.mm\^tz. 0 

#btL7t^ n-y(co^t, SDS-PAGE fcT g ^ ^ 
£:3£fBU ^^.fti^SV^ u — y|:MA BL — 2 iivffc&5l5<£> — ^Mi(F v <DM.$E.ffil 
LTSiRL7c 0 lOnM methotrexate (SIGMA ^tfiElktfitife 
CHO-S-SFM II (GIBCO BRL t±M) KX^mWi. i**_h»^fe> i&'t^ 
HIM «£ 9 jSBliaflfeH-Srl^* LTII|Jfc#*±ifr . 
5. 9 CHO»M(DMAB L - 2ffi&&3fe(Z>— ;£i£F v Olt^ 

5. 8 T'#fc— *iF vMCHOl4tO^±t^AlI*fI*- h 27 y 
(PAN13 0SF. M*7^ ^V^2 0^-CiiUfc o ftffi^ 

ii-2 0°CT^#U ^MB^jjCLTffiWco 
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nj2 nzTjk-t «fc ai s b i ^•rtihm7cm<omm<Dwm\cmt>bT. n.** 

(t± Wif) 3 5 k D(^-^y K^4ifc„ JUJbOjg*^6>, AIii-*i 
Fv^/v-T, B I tt~*iF v©^*t^^v-i:f ® 
^•A I&t/B I^rTSKgel G3000 SW^yA (7. 5X6 Omm) 

<D 9 o %£t±^s 4 °CT? l * £ «±Sfexe«i»c|6«r $ flit, 

MAB L - 2 Kftfi^©-*iF v ?:«II*rt(CT^|cMt5^^ 
DNAi^?:pSCFVT7i^^-tiAUc„ 

^-Kt^DNAIW^y ^XUJEoH^= K^&t^N d e I ftjpggf^ffgft 
^SSr^r-r-5iB^J#-^- : 2 7t/TtNd e-VHSmO 2 -RZ^m^y" 

2^^ih=! kxrife c o r i Mm&&$mmtiL&&'tzm&\m& 2 8^ 

tVLAS/7^^-^V>fe 0 f^7 s 7-Y^©Nde-VHSm0 2 

P C R^^ 1 0 0 m 1 tt^ 10/zlOlOXPCR Buffer # 1 N 1 mM M 
g C 1 2N 0.2mM d NT P s ^ 5 3.= y fOKOD DNA*'!)^- if 
(SX ±M&m±M) ^ l/iMfo0^7'fv^ Xl/lOOngOllDNA 
(p s cM2) Ir^tU 9 8°C^T1 S®m, 6 5 °C^T 2 #^S.t/ 7 4 
T 3 0 #F H ^ r c^Hlj^ L.7t 0 ^ Otg^f-^ ^/H:2 5 Ltc 0 

PCRM!r QIAquick PCR Purification Kit (QIAGEN |±M) ^V^"C^^ 
U Nd e I^t/E c oR I -t-$tft;U #£>*L7cDNA$rK-£p S CFVT 7-< 
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B&)m&W%:*5AstzMAft$:6M Urea. 5mM EDTA, O.IM N 
aCl^tf5 0mM h V xmMMffiWt (pH8.0) K^fi?U 4M Ure 
a. 5mM ED T A s O.IM NaCl. 1 0 mM ^jU^zf h^? J — 

5 0 mM b V ^mmmmm (pH8. O ) XW-^t LfcSephacryl 
S-300 (5X 9 0 cm, AMERSHAM PHARMACIA %M) V^miMlX 7 J* Mat 

sds-page«u nmnm^mftiz-o^x, o.d 28 0 =o. 25^ 

£ <fc 5 &-^VHii®T*/B ^tzM^X^i^i^ 5 mM EDTA, O.IM N a C L 
0. 5M Ar g> 2mM 5l5cM^^ 0. 2 mM ^bM^^^^-^ 

msomM vv^mmmm ( p h.s.o) ^Mvxm^smn ?^tK 

( p H 6 . 0 ) l^tX3 HKg*f U ^ffiKEMft^ff o fc. 

0. 1 5M NaCl £r^tp2 0 mM (pH6, 0) XW%it bfc S u 

perdex 200pg (2.6X60cm, AMERSHAM PHARMACIA tfc£g) £Vl4ft 

DS-PAGE|li5^|f m210M) RWAj&T&Vt&m&mfrh, 
F v atf V \*<Dm 4 %X3b o 7h 0 

5. 13 MA B L - 2 ^a$gHi-MF v ^ y ^^f in vitro X 

fc h I AP^itteiNSALfcL 12 1 O&Jft (h I AP/L 12 10) £/8V\ 
C H OjtoB&RVVz»E3amm&.(Z>MA B L - 2 Jfcgg F v 2K y 

K (MA B L 2 - s c Fv) ©7JKb-^»^^ ^2o©7"p — 
MuTAn n e x i n-V (BOEHRINGER MANNHEIM #M) %k&\^£ t)^ftUfc 0 
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Jhffi foZWSMFa t LTt M'gG (Cappel Lot#00915) 100 

M 1 £r?»U ^m.KX2^m^f i>3 >-L7t D 5 0 0 OM 

y zr**-7 T ?~- ifH«Lfc h I g G£t# (BIOSOURCE *±M N L o 
t#6 2 0 2) 1 0 0 ju 1 SriDx., SitT 1 >^a^->3 y Lfc. 

SK^^^^Qk.^ 1/ 3c z*. is 3 l/(D'&^ MICROPLATE READER Model 
3550 (BioRad &M) ^f^T4 0 5 nmORSfeJESrW^U 8Uq©k r I g GO 
K3fe££«3#bfrfctfeS*|a>e> % -r^^lk^t^Ot MgG (M^^^flf) ft 

(2) &S*$Zfc<Dtfm 

s c F v/CHO^U^f K©^/v- &t*;?V^— tt. 0 > m§M 

@LfcPBS (-) £r/gV^T, WJlO^mg/mK 0.2 5mg/mlC 

(3) k h #MJIS-^ ^ ^suaii^m 

T) £r^l^T in vivo iftLfcKPMM2M (#§3^.7-2 3 6 4 7 5 

1 O %*Vj£ifciMjf (GIBCO BRL *fcSS) S^tfRPMI.l 6 4 0 J^*fe 
(GIBCO BRL *±S!Q X* 3 X 1 0 7 l®/m Heft 5 «fc 5 KSSSi bfc 0 £> bd» D£>mf B 
v-T a GM 1 £t#: (?P5fcfcB^*±BU 1 TVt'tr 5 m 1 T?^?) 10 0^1 
^mUfcSCID-r^ 6ilf» (0^U7) t±EKPMM2 

»W20 0/tl (6Xl0 6 fl/^) &g&ffi£ ^&Abfc 0 

(4) JWfcg^ 

( 3 ) -cfEK bfc k h * * ^e^/w^ u kp mm 2 mm&m& 3 0 

git), IB 2 0, 3 HUB, _tfB (2) T?||& bfcgf#«^ ^v-»2 5 0 
fcPBS (-) H 2EI^ 3Sm, 2 0 0 /z 1 % IMiO^Uc, 

(5) s c F v/CHO#!i^f K©^7v- R.XfijfJ'*'— <Dt hfll^t 
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g G, MA B L — 2 tnim±. 0.01. 0.1, 1 , 10, 100/zg /m 1 , — 
*iFvli s 0.0 0 4, 0.0 4, 0.4, 4, 4 0, SO^g/mlt^ill 
F v jK JJ K©^ v-©^$ 6 0/i g/ml ©J£:ft£|£ 

^Lfc„ ^<£>!£jft:te, TIE©^ 2 t^i-ii t) , MABL-2^m 0.1^ g 



DlIgG 


mm 


0. 01 


0. 1 1 


10 


100 (ng/ml) 




MABL-2 (intact) 






+ +++ 


+++ 


++ 




scFv/CHO 


Mm 


0. 004 


0. 04 0. 4 


4 


40 80 


(Hg/ml)-" 


scFv/CHO 














scFv/E. coli t^v- 


Mm 


0. 004 


0. 04 0. 4 


4 


40 80 • 


160 (jig/ml) 


scFv/E. coli 9* ^i— 















2o^)H^V^St^2o<DLMV^^tfgS:^#:s c(Fv) 2 S 
l>*S^©f$©^y^K!J ^-^tf5MABL-2^s c F v 

6- 1 MABL-2feifts c (FvKMT"?^^ KO^t 

MA B L - 2 £t#&3&<D 2 o^HiVf^tK 2 OO L^V^^tf ?kWzK 
# [s c(Fv) 2 ] &m%L-t-Z77X* K^rf^Mi~5fcJ6, HU 3z£ j> CHOM2 (M 
AB L- 2tfi&&te<D s c F v £ = — Ki~5DN A^tf) ££*TKl:^i-iI 9 P 
CRfe^i^gfrU #^tLfcDNA®f^^p CHOM2t»ALfc 0 

5DNA(W^JJ^Xf5EFl/7^v- mtm^: 3 0) Sr^JS L, 
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s\ 7 2 o ciftm<DB.j&%3 ommvmrtp cRsafc$:ft\,\ ib 

#l«r£if H#fU Sit/ 3'«CFL A GBB^JSr-g-tp L#^> c D N Afc-Crf-ft-flaR Ufc Q 
#6^fcH«Xi;L|S(cDNASr»Si UtS^U KOD#y ^ 7 — 2\ZX 9 
4°C3 0#\ 6 0°C3 0£K 7 2 < Cl^MofiySS:5lgHfc»3 3g"f-PCR^S*fT 
V\ CFHL-F 1MCFHL-R 1 ~7°7 -f &13UZLX £ h K 3 0i^;7/U 

LH^^/O s c F ' v£rffs$H-5;fcit>tex tfMAB L- 2©LtMHlV 
«*SE© c DNA^tf^^^ Kp G EM— M 2 LMp G EM— M 2 H 

¥11-6355 7 mm) *mmt ux v tt^tir 7 cs»o#-§- .-37) 

CFLH-R2 (E5l|#t: 3 8) ^7^^— N CFLH-F2 dB3?*J§- : 3 
9) MCFLH-R1 (IB?fJ#-S§- : 4 0 ) £r/BV^KODtf? y ^ 7 

—if {~M.Wm KX 9 4 "C 3 0 # x 6 0 °C 3 0 # s 7 2 °C 1 #H©SJ&& 3 0 |U 

iftt)jSi-pcRSJss:SrfTV\ s'flBic y — ia^i^tpL^ M3'hi;fl 

AGEJIJ^tf H«® c DNAlfi?^ Lfc. #WcLi^HicDN 
A^rili LT^'t, KODtKU ^ 9 4°C3 6 0°C3 0#\ 

7 2 0 Cl^r^©S^&§^5Ill^l5^g-t-pC RS:^^^TV^, T 7&7J*CFLH-R 1 
7°7-r-e— %AHx.T$6>Jc:3 Of-^^/^jESb.fco roSMW^U c 
FLH-F4 (ia^ij#^-: 4 1) MCFLH-R l/7-f^»T9 4°C 
3 0f, 6 0°C30^\ 7 2tl^(D^3 0 lUIHD igi" PCRSJS&?r5 
Zb\Z£ V) V ^-Srtf ^V^LH- 0 ^^7"© c DNA«Lfc 0 

^ 0 LTf^tfcLH-O, HL-0 ?-{~7°<D cDNAWg^iE c o R I, 
BamHl (SSi£) fell, x h o I ffllSH»mi6fffi^^^^v>i||9LSb4fe^6 

^^7 ^ 5 K I N P E P 4 t Ligation High &m^XMAVs 
Competent E. coli JM10 9 >-) Sr3gK<Etfebfc. f»l 

fc;M§®J;!9 QIAGEN Plasmid Maxi Kit (QIAGEN) {3LT7°7 7. 5: KSrfifiSLfc. 
-5 LT7 S 77? KpCF2LH-0MpCF2HL-0*MUfc. 

ttpCF2HL-0S-iiatCFHL-X3 (IB#J## : 4 2) N CFHL- 
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5 2) XteCFLH-X7 (iaa?tf*# : 5 3) l/X^y^-*-- ATf 
T y^7°7^^i:LW^ -E#f tC*B*!«ifc B GH— 1 ~f^*4 -*r — £r 

f^TKODjKy^7-^T9 4 o C3 0# > 6 0°C3 0^ 7 2lCl^Og 
J&£3 0EIift?)5g"t-PCRgJ£:SrffV\ #fc*LfcSJt&iS*S:iHR#*Xh o I, 
BamHiraiLfc, i^tlfclfjt^p CF 2 LH-0©Xh o I, Bam 
Hlt-f MC Ligation High ^^"ClAL, Competent E. coli DH5 a OjC 
Sr^SJteifeLfco MW*&&l'fc±mW <fc 9 QIAGEN Plasmid Maxi Kit fcT 
- K£r*frS8 Lfc, r 5 IT, 5KpCF2LH-3, p C F 2 

LH-4, PCF2LH-5, p CF 2 LH-eSt^p CF 2 LH-7^ML 
fc 0 Mi-cos 7»-rro— ifi#«8^K:;Bv<»53Sm7'7*$ KSrf^K-fSfcft^ 
p CF 2 LH-O, pCF2LH-3, pCF2LH-4. pCF2LH-5, 
p CF 2 LH- 6&t>*p C F 2 LH- 7 &MfBM&E c o R I .K.I5B amH I 
(^iE3£) ICTftygU 0 0 b pOgff^^rT^fn— ^^m^&S)^<£ 5-7* 

^^(Dw\m^x\>mmL.tLo. n^tz-mn^m^Mmm^^v^^ kpc 

O S.1CE c o R I &t£B a mH I 1^ He Ligation High IrffiV^TtAL, 
Competent E. coli D H 5 a (Jmffi Sr^JWBjftLfc. Lfc^ira «fc 

<9 QIAGEN. Plasmid Maxi Kit ^T^*^ K5r»34Uc 0 £ 5 LT, ^^7^ 
5: KCF 2 LH-0/p COS 1. CF2LH-3/pCOSl, CF2LH- 
4/pCOSl. CF2LH-5/pCOSl, CF 2 LH-6/p COS 
{/CF2LH-7/pCOSl^Lfc 0 LT, 7"7^U'CF 

2 LH-O/p COS 1 0«5t&|H 3 7^U itli^*tl5MABL 2 - s 
cFv<LH-0> ©itSE^mtfT 5; y I£IE?!l SrlS^J#-§- : 5 4 ^^-f" 0 * 7c 

#7°^ * ^ y §i5^-oitsiB^j5:i>*T ^ y ssaaisrBi 3 8 ^^i-„ 

6. 3 COS7»Ife(f^s cFv^s c(Fv),(DM 
(1) ^Jfc^i#3&T-<D*g^_h?jf<£>flM 

Hh^^y^ LH^^/s cFvl^s c (F v) 2 ©M©f:i?)(:, COS 7^3 
& (JCRB9127, fca.— ■^^^-^^•yPs^MU^) X*<D— ig#J3§mSrfTo 
fc 0 COS7HHjafilO%^MjftLf (HyClone) DMEMigifc (GIBCO 
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6. 5 7P"»^f hV — 
MA B L 2 — s cFv s c (F v) 2 Ok h Integrin Assosiated Protein 
(iap) &M~*(D&'£"km'fe-fZitib, mm 6. 3 (1) tTlSLfcCOS 

^^^ejfiL*fjHBjiat*L 1 2 1 0 3SBIS2 x i o 5 mi^ mmm6. 3 (d -r?#btb 

a ^<— > 3 yXVffi^O^ (SIGMA *± 

S4) ^mX.fz 0 ^fy^r^-v'ayM^©^ F I TCWt>)7 I gG 
(BECTON DICKINSON %Mz_fc 0 W&'i v' 3 >'RXm&HD& > 

FACS c a n=gfi (BECTON DICKINSON SfcfiD fCT^3fcSfi^SrS!f^L^: 0 -^^^ 
^ ^-COS 7 )%m±ffi t P<Dm* (D&Z (D^Zf?- K!J — ^rffSMAB L 2 
-s c FvXt;s c (Fv) 2 it t h I AP(^UHV«%ff5ii^ 
£*L7t (04 0 a&tfb), 
6.6 in vitro X*<DTtf h—i/xm&&)%: 

fltrlSl. 3 (1) (CTISLfcCOS 7»itt±f toV^t, thlAP^r 
it'S^^AbfcL 12 1 Offiffi, (h I AP/L 12 10) M*fi-3T# >^ 
M^lrAnn ex i n-V (BOEHRINGER MANNHEIM #M) ffe£»C<t: <9^f*fL 

h IAP/L 12 1 0&J&5 X 1 0 4 fflfc v ^^-WfeilLfcCOS 7 
iMt±^5V^ = yhD-;^fCCOS 7«i##±»^^l 0% 
"C«L, 2 4B#F«1i#*Ufc 0 Ann e x i n-V/P I ^-fe^tTV\ 

FACS c a nmm (BECTON DICKINSON *tM) ^T^3fe5«^®l^bfc 0 ^:<£>|£ 
COS7 CM'POs cFv<HL3, 4, 6, 7, LH3, 4, 6, 7> 
&tFs c (F v) 2 teh IAP/L 12 1 0»{^UT^^»^^bfc o 

6. 7 MAB L 2 - s c F vMs c (F vl^CHOMM^^-^i 

m 

M12MABL2-S cFv^s c (F v) 2 £i#«_b?f/^ bEFSS-fS ^ t * g ft 
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brl %k§&) kzxmm&^mmixt&mib, rn'i^mKxvmmmm^i^ k 

«LT, MABL2-scFv<HL-0, 3, 4, 6, 7>£:U«<LH 
-0, 3, 4, 5, 6, 7>Srll«'fi«;te3»5i-# _ 5CHOlBiaXU t -til6>©CM*' 

6. 9 MAB L 2 - s c F v <HL - 5 >(D^y-W s c (F v) 

Tie.© 2 mm^mmmz £ 5 mrsa 6 . s t*# & nrc cm^ bma b l 2 - s c 

Fy<HL-5>M's c (F v) 2 ©»»!Srff ofc„ 

<3j#Kfel> HL- 5&T>*s c (F v) 2 £ N ^-©/KU K© C*^s©F 1 a 

^W.iii^:m^XmWkVti 0 150mM NaCll:ttf5 0mM T r i s 
WffiW.. pH7. 5 (TBS) -eWQsfcVrlitt Flag M2 Affinity gel (SIGMA) "C 
(7.9ml) 8T'#btbfcCM (1L) i?S*U T 

BSf*7A^M, O.lM^y^yfiifi, P H3.5fscFv^ 
7Ai^Sm$*t t #^ilfcffl^lrSDS/PAGET^|fU s c F v <7>?g 
ffl&W&Ufc. s c Fvi^^g^o. 0 l%£&5£5K:Twe e n 2 0 & 
MzL, Centricon-10 (MILLIPORE) T'ltUfco .»*g$K3r 1 5 OmM NaCIS 
150. 0 l%Twe e n 2 0 Sr^tf 2 OmM Sft&flHffttu pH6. 0 l?¥#<fb b7c 
TSKge 1G3000S W# y A (7.5X600 mm) fcLiWfc. tffcii 0 . 4 
m 1 /m in-T?scFv«280 n m©«lK"e$fefcfcJ L7c 0 HL-5ftiItW 
£ LT*V -v— ©^g{c: N s c (F v) 2 tt-=&y -^—Oi&g^-ttL^h^ttl^tl/fco 
<ISM£:2> HL-5Ws c(Fv) 2 ^ty^nvf^77^, ^ 

HL-5t'!j: Q Sepharose fast flow #7 A (7 7/1^^7} ^ s 
.c(Fv) 2 T*tt SP-sepharose fast flow *7A*^\ Wi—TMyMfett L — 5 

<t s c (f v) 2 -ejigc&#&/Bv^ 0 

(f-lS) HL-5 

HL-5£>CMte N 0. 0 2%Twe e n 2 0 Sr^tf 2 OmM Tr i sMf 
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v ) 2 v ^ ti i> mm £titz.&i>4°cx*isrM mgm&j izmw $ frtc ' 

6. 10 s c F v <HL - 5 >0^7^Q!s c (F v)^»Mi 

3i*S!J£*L7bMAB L 2 - s c F v <H L 5 XO^^^—^OJs c (F v) 2 ©fc f 
Integrin Assosiated Protein (IAP) ^KW^^^^-^M'&T^ fc 37 n — f- 
h y — £rfTofc 0 t: f I AP^t5-7^7Siii«L 1 2 1 Olffl 
m (h IAP/L 12 10) Xfi^BSi: Up COS l^^^fyy^7x 
^v/ 3 yifcL12 10« (pCOSl/L12 10) 2X10 5 fiC, 10/j 
g/m 1 ©t^MABL 2 - s c F v <HL 5 XD^^^r— N MAB L 2 - s c 
(Fv) 2 , ^MRSi: LT^E-y ^cz-^iit#:MAB L-2, ^te&Ji i bT^!> 
^IgG (Zyraed |±M) &j][I;t N 7k±^X-Y V^f 3 ^t^if-CD^ 1 

0 ^ g/m 1 O-^^^^tF LAGftft (SIGMA &$£) ^D^fc 0 -<V=3rn.^<— > 
s X&tMftifKD^ F I T I g Gffift (BECTON DICKINSON 

&Mx.fz. 0 S^y^a^->a^W©i, FACScanlf (BECTON 

dickinson^) ^xm^m^m^t^ 

■?:<D%k^ i^MMA BL2-s cFv<HL5 XD^^f -e— _&.U*MA B L 2 — 
s c (F v) 2 teh IAP/L 12 1 0m^#^^-^bfcit^j;i9 % s c F 

v<hl5>wy-ms c (f v) 2 ^ t h i a p ^ LTii^afnt££;rt- 

ZZ.b&7jk£tLti (EI 4 2) 0 

■ 6 - 11 iis c F v <HL — 5 ~v— RtF s c (Fv) , (Q in vitro '7 

%nM LfcMAB L 2 - s c F v <H L 5 >£>*V-^— s c (Fv) 2 toV^ 
t b I AP£rit-fc^^AL-7cL 12 1 0£BBS (h I AP/L 12 10) t: h 
6iil«tCCRF-CEMt>5ft57JK h^-^f^^ A nn e x i n 
- V (BOEHRINGER MANNHEIM ItgSJ) 2fe£fc: «fc X) %m Lfc 
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Z>V— y— WM (ta^J#-^-5 6) (Eur. J. Immunol. 1996; 26: 63-69) &M%£& 

nrz^t T-is;fh Lfc 0 tgfh i.tcm.mmmitti'efv 1 5 b P ©3— 7 ? zrm 

M&W-OX 0 \Z4&<Da-V =t*?U&?-y (1 2B 5 VH-1, 1 2B 5VH- 
2 % 12B5VH-3. 12B5VH-4) ^^-fij U 1 2 B 5 VH- 1 (SB^U 
ff5 7) M12B5VH-3 (IE3«-S§- : 5 9 ) tei? l/x3ffoX\ 12B5 
VH-2 (|fi^J#-5g- : 5 8) RXf 1 2 B 5 VH- 4 (IB?iJ#-§- : 6 0) ttT^ 

^J:(9T^irV^y ft-M^^^^r- (1 2B 5VH-S^1 2B 5 

VH-A) ^(Dmifc^&nm Lfc 0 fc*5 % 12B5VH-S (IB?IJ# 

6i) ^iff^^^-^—T-y-y--ia^jo5 , *^cw^y ^-f XU J.O 

Hind in mmmmmmM^^ibm^^-^ y^wM^n^^ 5 k\ ^fc 1 2 b 

5VH-A (ia^lj#^-: 6 2) te^^f -^-T'H^V^CO C5M£=r- K 
1 5HIia^i(r /N^f / y ^ X F^— IB^i^es^B amH 

P C R^*& 1 0 0 n lfi s (5 jiJ^D 1 0 x p c R Gold Buffer II N 1.5 mM 
MgCl 2> 0.08mM dNTPs ( d ATP N dGTP, dCTP, dTT 
P)> 5^=y hODNA^U^7 — if ArapliTaq Gold (£l_h PERK IN ELMER 3fc§£) N 
, [f^n^f ^<D&J&* V ^ K 1 2 B 5 VH— 1 ~ 4 U 9 4 °C 

«kgfcT9^WLT*(r9 4tlC-C2^ 5 5tlCT2^iaXV7 
2°C^T2^rHl^i^-l'^/^2il|^b7 v c^ lOOpmol efo©Wl7*7 
-f -^—1 2B 5 VH-SS.T71 2B 5VH-A&Jnx.; $ fetC9 ,4tfcT3 0# 
Sk 5 51CICT3 2 a CKTlftm<Dy-<<{ ? 3 5 UlSm bfc^ x 

S&$g£#>&35fc: 7 2 °CT* 5 Lfc 0 

PCRMttl. 5%fiiS6^r^P— (Sigma &M) <Sr/BVVfi!f3il 

MP»0B a mH I XT*H i n d III X*mfc U fc hHiM^^^HEF - 
g y 1 n— ^^^Lfc 0 DNAia?iJ^<D^ % jE UV^DNAlE^!J£r3l"''f'*<5D 
NABWt^fc^v^ K^HEF-1 2B5H-g7 1 Lfc. 
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B 5 V L - S (SB?IJ#-f : 7 3 ) ttMJj-?7 t — T? y — ^ — SB^U<^ 5 ' 5fc$gfc>N 
^^D^XU Mind III WR»*®«iaE?II*fetJ«»c=i1fy^E3?>J*r«P 
o£5K. ffcl2B5VL-A (IS^J#-^: 74) fift^^-f C L#t V 

PCRS^f±±|Bi:PI«6K:fTV\ PCR4fiMfcttl. 5 %i£Sj^;T^fn— *JfA, 
(Sigma *±$g) ^V^^LThm. $lJPS^*B a mH I &tKH i n d III X^t 

m N Sl^DNAia^J^i-SDNAftfr^^tf^;* 5; K^HEF-1 2 B 5 
L- g K U7c 0 U*HEF-12B5L-g« 1^**1,5 
1 2 B 5 L^V^^Mia^^T ^ 7 ^@a^JSriB^lJ#-^ : 7 5 
7. 3 S»^12B5-^«Fv(scFv)OM 
B^flEfcl 2B 5^-*iFvfll 2B 5VH-JJ 1 2B 5 VLOPE 

* : 7 6) Srf«nii- 5 i £ "CRff- Lfc 0 & £> Kl, y ^-gB^Jte (G 1 y 4 S e r ) 

3 <di 575y»a»feft5y >-^-iajtj^v\ »i2B5-«Fv ( sc 

1 2B 5) SrflllgLfco 

(1)1 5 7$/^^^q y ^T^M^Jli^SSfc: 2 B 5^«FvO 

K-rsate^F-w: 1 2 b 5 Hivm y i/*-m^ rz?i 2 b 5 l#v«#& 

4 7(cm^f-^-t- 0 1 2B 5-*iFv©»fc*C6i©PCR^ 

(A~F) SrttfflLfc. -v — A, C&tfEteir^fa^JSr^U 

H^V^^cofcfeCDBiT^-^^^-^— 1 2B 5-S (^-T^— A, @B?IJ#-5§- : 

77) r±. Hty-^ia5ij©5'*jiig^^y y^xtioEc or iam 
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I-PCR^©^t5 0Mlt 5 n 1 Ol OxPCR Gold Buffer II, 1. 
5mM MgCl 2> 0.0 8 mM dNTPs. 5 y Y ODN Atf? V * 7 — 
if AmpliTaq Gold (£JL± PERKIN ELMER #M) ^ lOOpmo 1 e T OCD^g-^ 9 ^ 4 
■?—RTfl 0 0 n g^^lDNA^f U 9 4°C<DWMUm^X 9 b 
5 T#:&C9 4°C^T3 0#Fb1 n 5 5t^£T3 0®m%.T$7 2°CKX 1 ftm^^ ? 
/^£r 3 5 051 L-fc^. Ki£*li^£HK: 7 2 °CX' 5 ftmm bfc 0 

PCRMA-B, C-D, RUK-Fitm- PCRT'Tyty^y bfc„ 
B-PCR^*5VNT. LT1 m IOI-PCRMA-B, 0.5,il© 

PCRSJ&^C-D&t^l 1 <DP CRSJ^feE-F, IOmIOIO^PCR 
10 Gold Buffer II N 1 . 5 mM MgCl 2x 0.0 8 mM d NT P s , 5=>-~yh 
ODNA# !J p< AmpliTaq Gold (^Jh PERKIN ELMER #M) Z^lS 9 8 

m. 6 5°cfcx2&mRU7 2 o c{zx2ftm<D^^?/is&2m&m^fc& s 

ftllOOpmo 1 efofDy^-f^-A&lKF &1N7LT^ 0 -^1X9 4^X3 
15 0OT N 5 5°C^-C 3 0 #PfO:Z>* 7 2 °C{CX 1 ^ra^l^ ^^2: 3 5HJS:«b7c 
£OS^-8^&r 7 2 °c^-c 5 Srffitom UfCo 

B^PCR^ilp^CrtDNA^trl. 5°/o{g^T^fn-^^^V^** 
§£U E c oR IRXPNo t I T-m-fbU #fett7cD N p CHO 1 

^-*5«tT>*p COS 1-^*- (W8-2 5 5 1 9 6) &31^n-^^Lfc 0 
20 ^M^^^pCHOltt, DHFR-AE-rvH-PMl-f (W 

0 9 2/l 9 7 5 9#,|) E c oR I&tFSma I «£ 9 ^itfe^ 

£g'J|3& U EcoRI-Notl-Ba mH I Adaptor (SgatfdtM) 

2 B 5— voiei^t^ yi£iE?iJ£: = — K^DNA^^t?^:* 5 
25 K£p CHO- s c 1 2 B 5^p COS- s c 1 2 B 5 Lfc 0 

5 Kp CHO- s c 1 2 B 5Mp COS — s c 1 2B 5 ^^tbSS^ 1 2 

B 5 — ^m.F v (DmMWMZiXZT % J ^ga^J^rfS^J#-§- : 8 4 fc^l". 

X^_4 — ftfe»l: ffiV^i 2B5^ (IgG, Fab) J&tf— i:@Fv^ 
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mmMom^?**- 2B 5— v(Dm^.mmt ^xm$ivtz B 1 0 

nM^ hM/=3rt-h (SIGMA £^tfM?»i#i£CHO - S - S FM II 

(gibco brl &M) \ziT$m&. mm±m*m#>. &&5MBK:£9lium;F&B* 

7. 5 CHO|jj|i^Oj^5i^lM£v^^ 
7. 4T-#btbfcl 2 B 5-*iF v^CHOMtl^*±^P,©S 

«W\ £t F L A Gfetfr* 7 A&WVl^il;*; 7 ^ K J: 5 fTo fc a 
. (1) SiFLAG^7A 

ig#_b?ifte, PB S^sp^fbLfdftFLAG M277^=f^^/V (SIGMA 

®?£ ( P H3.5) -c^^AfcRjiufcasjcsrasHiLfc. mmm&t±, t&m&w. 
iMh v xmrnmrnm (phs.o ^m^x^mvt^ a sds-page-c 

*aW4>Sr4MffU — ^«F v **m&£*l1tm&& Centricon-10 (MILLIPORE *fc 
(2) £Vu»iS 

( 1 ) 0W&68tt±s 0.01%Tween20 SrgtfP B S X*W%it LfcSup 
erdex200^77A (10x300 mm. AMERSHAM PHARMACIA #M) \Z.WN 

scl2B5tt2oOf-^ (A. B) K^tl/T^ffi Lfc (H 4 8 *r#JB0, 
M^A. B 1 4%— SDS — /K U U /I'T 51 K^Vt^^V^T^fclT U7t 0 1^ 
^^SrS5n3W*S*Os #*&&n-C*&31 U Laemml i <£>^fefc3p CT^^cgjSr 

fcx W£>A N BV^ttt>a5E»J©«&&D©^r#S|cB8i>P ) -f % ili^ti©^-?**?! 3 
1 kDCI-/^ K3r^*L7~ 0 B^A^t^B ^Super dex20O PC 3. 
2/30 (3.2x30 0mm N AMERSHAM PHARMACIA #M) J$ ^tcV^WM lC J; 
9 Lfc&fjP:, ®^A-Ctta^»t±©^-?4*5I4 4kD, ®i>B-Cfi|^2 2 k 
Dte»m$ti*: (0 5 0 a&ZJ?b£#fj£) 0 fitJbO#*^&, ®^Att s c 1 2B 
5— *«F v©**=SHr^tt^^— x» % Bi^y-7-fS)5 0 
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© s c 1 2 B 5 Z^tl^timmL, (IH5 0^#Ha) N ^tbb(DMPL^-r5 
7=*=* hm^m^l^ti^^ m 5 1M5 2^-f-J; ? fc: s c 1 2 B 5^7 
-7— T11ED5 0liU4 3 8.7 nMi C O S - 7 «W*_h^ff^V^fc^ 

%1ft-D—#m.F v (scl2B5^ -7—) T'te-Hffi© s c 1 2 B 5 U$ 4 
0 Ofg3^T^-* hSttSr^L-Tc (ED 5 0 ; lO.lnM). ~^CD 

—&m.F v-etet MPo/£bmn 2B 5 i h m& t h l 

01. fc M gGim t h IAP^Mt5Ll 2 1 Offljg (h I AP 
/L 1 2 1 0) lC^#L.frV>r. <b ^f7P-f^ h y — 0|t**SH'iaT? 

0 2. 3^ 7MAB L- l£t#:tfV t h IAP^MtSL 12 1 0 $BJ& (h 

1 AP/L 12 10) [CtlWt^f 5 i i d hV—<Dm 

0 3. ^^7MABL-2W, t J> I AP^ItSL 1 2 1 0$BJ$ (h 

1 AP/L 12 10) - t Ztf-T? u — ^ > y—<Dm 

0 5. «So-*iF v 1:^ - KfSDNA^, *Bmz.X$£%L£l£Z> fc£> 

0 6. *^©-*lFvl:n>-Kt5DNA?:, tfLSj^^^X^m^ ^ 

07. JHm#l5. 4T#e)tlfc!>x^^yyny h©^M^t^$>5 0 

(±^9 7.4, 6 6. 4 5. 3 1, 2 1. 5 X 1 4. 
5kDa%*tK pCH0 1iACOS7Wt±tl, pCHOM2iA« 
i^*±tffc p C H OM 2 *;\J|BJ6J^ Jt»fcW#/£MA B L - 2 ftflc— F v 
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0 17. mn&5. 7©7# h-^!SigMOg*^tB^fcll, CCRF 
-CEMiSaCli, ^^Fo-/^ U©pCHOl/COS 7«i#*Jh?t£t 
^fiiT'sK I — iXJ* £ra^£LJ | £V , »£: t ?:^-f 0%)„ 

El 8. 7©Tai«b— >^f|^3ai*oi§*Sr^i-H-C*tJ. CCRF 
-CEM«t»U MABL2-S cF v/COS 7W*iH»!|| 

HI 1.9. mmm5. 9(OCHO||JB»MABL-2^^-*|FvO 
*t^ii^(C^V^T> Blue-sepharose # y J^X^^tlfcW^^:^ Ko ^r^T^t? 

02 0. IM(|5. 9<D (2) T-#^7c:lU£-A N ®:9"B ^oV^T^Vl^iiH^i: 
«9 »^ lstz.ffiWz*:7frtmX'%> «? . ilf^A-efim^^t Ji^^S^] 3 6k ®i> 
B T-fi|^ 7 6 lcT><D&W^3Emt°~-?fr (^fh^flA I &t>*B I ) i>mm Lfci 

02 1. »J5. 9 © C H OiJSMCM A B L - 2 Jii^ft F v O 

WMiisW^^xnbtlfcm^-^ S D S -PAGET^Ir VtcMXh K> > 

0 2 2. CHOM£4©MAB L — 2ifL{fcfe$£(D — $£0.F v ©^hM^^V^T^ 
b*Wc®#A I S.t>*B I &sfsum5&fc <£ 9 ^Wbfc^Sr^i-0T'fe t> . HT^A 

1 {i^-y-^— ^£>^(? N M^B I te^v-^- ^W5:^it 0 

0 2 3. ^F v^r = - KfSDNA^, *M<D0#|*!K:T^5i.£ 

024. mmm 5 . 12 (D^mmmmmgnDMA b l - 2 f v 

0 2 5. ^SM5. 1 3 h-i ^^HigM©^^/Ttif35^ hIA 
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03 3. ffi&%^fi&©^?*©£#BS8cSr^LT:i3»9 % scFv/CHO^y 

0 3 4. MAB L- 2#t#£3tE© 2o©H«V««XtJ c 2ofl!>L*[V«*e^-g"tp 

8fc3E£fc# [s c(Fv) 2 ] ^^57*7^5 K©— MwflfSSr^-t - . 

03 5. [H£U - [Li] t^SiptVii^U JLo^^Fy^ — 

HI 3 6 . HL*'C-7'<z>tfV'<-zfT Ko«at*sJ:tV<^ h'y^-or^/KE 

03 7. [L#G - [Hi] irfts J:'5^V««SraGfeu I-xyf-Kyy*- 

03 8. LH^^^OxKU^^KoWStfcir^^^Ky l/~ft—<D7 5 7 HtlfE 

03 9. ^i£M6. 4^*5ttS!^^^^>'^'r2 5/^^ y^O^^f^T'fe^ 
2 o^)HiVf 2 O© LiVt^^ttf s c (F v) z RXm* <D^ 

iS<D^3- Kpy*-S:ftSMABL-2^s c F v.^SLW5itS: 

04OaWb. I1M6. 3 (1) ttiMLtCOS 7 Wt±tl:ffivV 

?:ft5MAB L 2 - s c F v£lU«s c (F v) 2 {i N k h I APl^LtSiV^ifil 

i4i. »j6. 6<dt# ts*mm®i¥k<on%z%:7r;-rmx-foV)^ sc f v 

<HL3, 4, 6, 7. LH3, 4, 6, 7>Ws c (Fv) 2 |ih I AP/L1 
2 1 0 IffltetS LTif ^»5E^Hif 5 - t Sr^t, 

0 4 2. MM&l 6 . 1 0©5tl^|i^^t@ffc!), scFv<HL 
5>0^^— XT^s c ( F v ) 2 k h I AP»2l*fLTl«V^SJtSSr^r-t"5wi:3^ 
-To 

0 4 3. 6 . llOin vitro Ttf h —^^miS^^^^mirmXh 9 . 

MAB L2-s cFv<HL5 XD^^^r— 25X5MAB L2-sc(Fv) 2 tthI 
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-^A-^HSitL? Z>T=t~* hfKE&^LT&i^ Sfcfctft^H 1 (who 1 e I 
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P^^-H (IL-ll)^, (IL-12) 
4^9 — u^-^rl/- l 3 (IL-13) — P^=3r^- 1 

5 ( I L - 1 5) ^-7xpy- a ( I FN - a) ^ 

— ^znn^-j3 (I FN- |9) 4^9 — 7xny- y ( I FN— -y ) 

tfc^/i^:/ (GH) §:^#: N ^v^y^ff^ jfii^M^liMH^- 
(SCF) Stfr, jMfi&iiJiaH^ (VEGF) S:^^ _h^Mli5iIH^ 
(EGF) W^*H^ (NGF) !£MlfMi#JifH^ (FG 

f) tin.'hm&i&mMm?- (pdgf) f^^^^^— 5 >?'m 

Mm^—B (T G F — jS ) eik^^HJLhH^- (L I F) ^ 

^^*H^ (CNTF) i-yn^^fyM (OSM) ^g#::fcJ:t>* 

12. L iV»tfHiV^!jS, |H— G^E-y ^ a— ^^SSfT^fe 5 N ff 

^« i~ii vf i mz.tm.(o^cm^w- 0 

1 3. 7GO-ey — 7"^if[#:i:M:g5Lxa:#^tL7tT=r=^ hffl^t ft 

1-12 (D^-Ttlfr 1 ^^|2«O^^ 0 
1 4. 3^V^tL^l^fS#0^^^=£-Ki-^DNA 0 

i s . m^m i~i3 <^-r 1 mfcmn<D&^fcfc&m&-tz>W)V>)m% 0 
1 6 . i~i3 w^Ttifr i m^ui&(D&mw:fc*m^%^±mo 

1 7. f»5fcJll — 1 3 ^)VN-f^ 1 mz.mWt.<DT£mfrW<D T h ^ Lt^f 

is. -*iF v s:Mt5i±ifeisa^iM«ifit* it, mmmtpfc 

19. -*iF v *14t5^±MJlg|:ij|iLijf tT'igt UT, mmm^fc 
~^F v £r£^£-fr> ^^^T-^-^F v <^>^V ^-£^$^3 ^ t * 
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1/51 
SEQUENCE LISTING 

<110> CHUGAI SEIYAKU KABUSHIKI KAISHA 

<120> Agonist antibody 

<130> FP1009 

<141> 2001-04-17 

<150> JP200O-1 15246 

<151>- 2000-04-17 

<150> JP2000-321821 

<151> 2000-10-20 

<150> JP2000-321822 

<151> 2000-10-20 

<150> PCT/JP01/01912 

<151> 2001-03-12 

<160> 109 

<210> 1 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 1 

ccatcctaat acgactcact atagggc 27 

<210> 2 
<211> 27 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 2 

ggatcccggg tggatggtgg gaagatg 27 

<210>-3 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 3 

ggatcccggg ccagtggata gacagatg 28 

<210> 4 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 4 

ggatcccggg agtggataga ccgatg 26 

<210> 5 
<211> 394 
<212> DNA 
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<213> Mus 

<220> 

<221> CDS 

<222> (1),.. (393) 

<223> pGEM-MlL. 1-57; signal peptide, 58-394 ; mature peptide 
<400> 5 

atg aag ttg cct gtt agg ctg ttg gtg ctg atg ttc tgg att cct 45 
Met Lys Leu Pro Val Arg Leu Leu Val Leu Met Phe Trp He Pro 
5 10 15 

gcg tec age agt gat gtt gtg atg acc caa act cca etc tec. ctg 90 
Ala Ser Ser Ser Asp Val Val Met Thr Gin Thr Pro Leu Ser Leu 
20 25 30 

cct gtc agt ctt gga gat caa gec tec ate tct tgc aga tct agt 135 
Pro Val Ser Leu Gly Asp Gin Ala .Ser He Ser Cys Arg Ser Ser 
35 40 45 

cag age ctt eta cac agt aaa gga aac acc tat tta caa tgg tac 180 
Gin Ser Leu Leu His Ser Lys Gly Asn Thr Tyr Leu Gin Trp Tyr 
50 55 60 

eta cag aag cca ggc cag tct cca aag etc ctg ate tac aaa gtt 225 
Leu Gin Lys Pro Gly Gin Ser Pro Lys Leu Leu He Tyr Lys Val 
65 70 75 

tec aac cga ttt tct ggg gtc cca gac agg ttc agt ggc agt gga 270 
Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly 
80 85 90 

tea ggg aca gat ttc aca etc aag ate age aga gtg gag get gag 315 
Ser Gly Thr Asp Phe Thr Leu Lys He Ser Arg Val Glu Ala Glu 
95 100 105 

gat ctg gga gtt tat ttc tgc tct caa agt aca cat gtt ccg tac 360 
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Asp Leu Gly Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro Tyr 
110 115 120 

acg tec gga ggg ggg acc aag ctg gaa ata aaa c 394 

Thr Ser Gly Gly Gly Thr Lys Leu Glu He Lys 
125 130 

<210> 6 

<211>-4Q9 

<212> DMA 

<213> Mus 

<220> 

<221> CDS 

<222> (1). . . (408) 

<223> pGEM-MlH. l-57;signal peptide, 58-409 ; mature peptide 
<400> 6 

atg gaa tgg age tgg ata ttt etc ttc etc ctg tea gga act gca 45 
Met Glu Trp Ser Trp He Phe Leu Phe Leu Leu Ser Gly Thr Ala 
5 10 15 

ggt gtc cac tec cag gtc cag ctg cag cag tct gga cct gac ctg 90 
Gly Val His Ser Gin Val Gin Leu Gin Gin Ser Gly Pro Asp Leu 
10 25 30 

gta aag cct ggg get tea gtg aag atg tec tgc aag get tct gga 135 
Val Lys Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly 
35 40 45 

tac acc ttc gtt aac cat gtt atg cac tgg gtg aag cag aag cca 180 
Tyr Thr Phe Val Asn His Val Met His Trp Val Lys Gin Lys Pro 
50 55 60 

ggg cag ggc ctt gag tgg att gga tat att tat cct tac aat gat 225 
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Gly Gin Gly Leu Glu Trp lie Gly Tyr He Tyr Pro Tyr Asn Asp 
65 70 75 

ggt act aag tac aat gag aag ttc aag ggc aag gcc aca ctg act 270 
Gly Thr Lys Tyr Asn Glu Lys Phe Lys Gly Lys Ala Thr Leu Thr 
80 85 .90 

tea gag aaa tec tec age gca gcc tac atg gag etc age age ctg 315 
Ser Glu Lys Ser Ser Ser Ala Ala Tyr Met Glu Leu Ser Ser Leu 
. 95 100 105 

gcc tct gag gac tct gcg gtc tac tac tgt gca aga ggg ggt tac 360 
Ala Ser Glu Asp Ser Ala Val Tyr Tyr Cys Ala Arg Gly Gly Tyr 
HO 115 120 

tat agt tac gac gac tgg ggc caa ggc ace act etc aca gtc tec 405 
Tyr Ser Tyr Asp Asp Trp Gly Gin Gly Thr Thr Leu Thr Val Ser 

12 5 130 135 . 

tea g 4Q9 
Ser 

<210> 7 

<211> 394 

<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1)... (393) 

<223> pGEM-M2L. l-57;signal peptide, 58-394;mature peptide 
<400> 7 

atg aag ttg cct gtt agg ctg ttg gtg ctg atg ttc tgg att cct 45 
Met Lys Leu Pro Val Arg Leu Leu Val Leu Met Phe Trp He Pro 
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5 ., 10 15 

ggt tec age agt gat gtt gtg atg ace caa agt cca etc tec ctg 90 
Gly Ser Ser Ser Asp Val Val Met Thr Gin Ser Pro Leu Ser Leu 
20 25 30 

cct gtc agt ctt gga gat caa gec tec ate tct tgc aga tea agt 135 
Pro Val Ser Leu Gly Asp Gin Ala Ser He Ser Cys Arg Ser Ser 
35 40 45 

cag age ctt gtg cac agt aat gga aag acc tat tta cat tgg tac 180 
Gin Ser Leu Val His Ser Asn Gly Lys Thr Tyr Leu His TrpTyr 
50 55 60 

ctg cag aag cca ggc cag tct cca aaa etc ctg ate tac aaa gtt 225 
Leu Gin Lys Pro Gly Gin Ser Pro Lys Leu Leu He Tyr Lys Val 
65 70 75 

tec aac cga ttt tct ggg gtc cca .gac agg ttc agt ggc agt gga 270 
Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly . 

80 .85 90 . . 

tea gtg aca gat ttc aca etc atg ate age aga gtg gag get gag 315 
Ser Val Thr Asp Phe Thr Leu Met He Ser Arg Val Glu Ala Glu 
95 100 105 

gat ctg gga gtt tat ttc tgc tct caa agt aca cat gtt ccg tac 360 
Asp Leu Gly Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro Tyr 
HO H5 120 

acg ttc gga ggg ggg acc aag ctg gaa ata aaa c 394 
Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
125 130 

<210> 8 
<211> 409 
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<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1). .. (408) 

<223> pGEM-M2H. 1-57; signal peptide, 58-409;mature peptide 
<400> 8 

atg gaa tgg age tgg ata ttt etc ttc etc ctg tea gga act gca 45 
Met Glu Trp Ser Trp lie Phe Leu Phe Leu Leu Ser Gly Thr Ala 
5 10 15 

ggt gtc cac tec cag gtc cag ctg cag cag tct gga cct gaa ctg 90 
Gly Val His Ser Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu 
20 25 30 

gta aag cct ggg get tea gtg aag .atg tec tgc aag get tct gga 135 
Val Lys Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly . 

35 40 45 

tac acc ttc get aac cat gtt att cac tgg gtg aag cag aag cca 180 
Tyr Thr Phe Ala Asn His Val He His Trp Val Lys Gin Lys Pro 
50 55 60 

ggg cag ggc ctt gag tgg att gga tat att tat cct tac aat gat 225 
Gly Gin Gly Leu Glu Trp He Gly Tyr He Tyr Pro Tyr Asn Asp 
65 70 75 

ggt act aag tat aat gag aag ttc aag gac aag gee act ctg act 270 
Gly Thr Lys Tyr Asn Glu Lys Phe Lys Asp Lys Ala Thr Leu Thr 
SO 85 90 

tea gac aaa tec tec acc aca gec tac atg gac etc age age ctg 315 
Ser Asp Lys Ser Ser Thr Thr Ala Tyr Met Asp Leu Ser Ser Leu 
95 100 105 
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gee tct gag gac tct gcg gtc tat tac tgt gca aga ggg ggt tac 360 
Ala Ser Glu Asp Ser Ala Val Tyr Tyr Cys Ala Arg Gly Gly Tyr 

110 115 120 

tat act tac gac gac tgg ggc caa ggc acc act etc aca gtc tec 405 
Tyr Thr Tyr Asp Asp Trp Gly Gin Gly Thr Thr Leu Thr Val Ser 

125 130 135 

tea g 409 
Ser 

<210> 9 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 9 

cccaagcttc caccatgaag ttgcctgtta gg- 32 

<210> 10 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 10 

cccaagcttc caccatggaa tggagctgga ta 32 
<210> 11 
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<211> 34 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 11 

cgcggatcca ctcacgtttt atttccagct tggt 34 

<210> 12 
<211> 34 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 12 

cgcggatcca ctcacctgag gagactgtga gagt 34 

<210> 13 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 13 

catgccatgg cgcaggtcca gctgcagcag 30 



<210> 14 
<211> 27 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 14 

accaccacct gaggagactg tgagagt 27 

<210>15 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 15 

gtctcctcag gtggtggtgg ttcgggt 27 

<210> 16 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 16 

cacaacatcc gatccgccac cacccga 27 

<210> 17 
<211> 27 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 17 

ggcggatcgg atgttgtgat gacccaa 27 

<210> 18 
<211>-57 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 18 

ccggaattct cattatttat cgtcatcgtc. tttgtagtct tttatttcca gcttggt 57 

<210> 19 
<211> 45 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Linker amino acid sequence and nucleotide sequence 
<400> 19 

ggt ggt ggt ggt teg ggt ggt ggt ggt teg ggt ggt ggc gga teg 45 
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser 
5 10 15 

<210> 20 
<211> 828 
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<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1) . . . (826) 

<223> pscMl. MABLl-scFv 

<400> 20 

atg aaa tac eta ttg cct acg gca gec get gga ttg tta tta" etc 45 
Met Lys Tyr Leu Leu Pro Thr Ala Ala Ala Gly Leu Leu Leu Leu 
5 10 15 

get gec caa cca gee atg gcg cag gtc cag ctg cag cag tct gga 90 
Ala Ala Gin Pro Ala Met Ala Gin Val Gin Leu Gin Gin Ser Gly 
20 25 30 

cct gac ctg gta aag cct ggg get ,tca gtg aag atg tec tgc aag 135 
Pro Asp Leu Val Lys Pro Gly Ala Ser Val Lys Met Ser Cys Lys . 

35 40 45 

get tct gga tac ace ttc gtt aac cat gtt atg cac tgg gtg aag .180 
Ala Ser Gly Tyr Thr Phe Val Asn His Val Met His Trp Val Lys 
50 55 60 

cag aag cca ggg cag ggc ctt gag tgg att gga tat att tat cct 225 
Gin Lys Pro Gly Gin Gly Leu Glu Trp He Gly Tyr He Tyr Pro 
65 70 75 

tac aat gat ggt act aag tac aat gag aag ttc aag ggc aag gee 270 
Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Lys Phe Lys Gly Lys Ala 
SO 85 90 

aca ctg act tea gag aaa tec tec age gca gec tac atg gag etc 315 
Thr Leu Thr Ser Glu Lys Ser Ser Ser Ala Ala Tyr Met Glu Leu 
95 100 105 
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age age ctg gee tct gag gac tct gcg gtc tac tac tgt gca aga 360 
Ser Ser Leu Ala Ser Glu Asp Ser Ala Val Tyr Tyr Cys Ala Arg 
110 115 120 

ggg ggt tac tat agt tac gac gac tgg ggc caa ggc acc act etc 405 
Gly Gly Tyr Tyr Ser Tyr Asp Asp Trp Gly Gin Gly Thr Thr Leu 
125 130 135 

aca gtc tec tea ggt ggt ggt ggt teg ggt ggt ggt ggt teg ggt 450 
Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly 
140 145 150 

ggt ggc gga teg gat gtt gtg atg acc caa act cca etc tec ctg 495 
Gly Gly Gly Ser Asp Val Val Met Thr Gin Thr Pro Leu Ser Leu 
155 160 165 

cct gtc agt ctt gga gat caa gee tec ate tct tgc aga tct agt 540 
Pro Val Ser Leu Gly Asp Gin Ala Ser He Ser Cys Arg Ser . Ser 
170 175 180 

cag age ctt eta cac agt aaa gga aac acc tat tta caa tgg tac 585 
Gin Ser Leu Leu His Ser Lys Gly Asn Thr Tyr Leu Gin Trp Tyr 
185 190 195 

eta cag aag cca ggc cag tct cca aag etc ctg ate tac aaa gtt 630 
Leu Gin Lys Pro Gly Gin Ser Pro Lys Leu Leu He Tyr Lys Val 
200 205 210 

tec aac cga ttt tct ggg gtc cca gac agg ttc agt ggc agt gga 675 
Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly 
215 220 225 

tea ggg aca gat ttc aca etc aag ate age aga gtg gag get gag 720 
Ser Gly Thr Asp Phe Thr Leu Lys He Ser Arg Val Glu Ala Glu 
230 235 240 

gat ctg gga gtt tat ttc tgc tct caa agt aca cat gtt ccg tac 765 
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Asp Leu Gly Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro Tyr 
245 250 255 

acg tec gga ggg ggg acc aag ctg gaa ata aaa gac tac aaa gac 810 

Thr Ser Gly Gly Gly Thr Lys Leu Glu He Lys Asp Tyr Lys Asp 
260 265 270 

gat gac gat aaa taa tga 828 

Asp Asp Asp Lys 

<210> 21 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 21 

acgcgtcgac tcccaggtcc agetgeagea g 31 

<210> 22 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 22 

gaaggtgtat ccagaagc 18 

<210> 23 
<211> 819 
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<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1)...(813) 

<223> pCHOMl. MABLl-scFv 

<400> 23 

atg gga tgg age tgt ate ate etc ttc ttg gta gca aca get aca 45 
Met Gly Trp Ser Cys lie lie Leu Phe Leu Val Ala Thr Ala Thr 
5 10 15 

ggt gtc gac tec cag gtc cag ctg cag cag tct gga cct gac ctg 90 
Gly Val Asp Ser Gin Val Gin Leu Gin Gin Ser Gly Pro Asp Leu 
20 25 30 

gta aag cct ggg get tea gtg aag atg tec tgc aag get tct gga 135 
Val Lys Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly 
35 40 45 

tac acc ttc gtt aac cat gtt atg cac tgg gtg aag cag aag cca 180 
Tyr Thr Phe Val Asn His Val Met His Trp Val Lys Gin Lys Pro 
50 55 60 

ggg cag ggc ctt gag tgg att gga tat att tat cct tac aat gat 225 
Gly Gin Gly Leu Glu Trp He Gly Tyr He Tyr Pro Tyr Asn Asp 
65 70 75 

ggt act aag tac aat gag aag ttc aag ggc aag gee aca ctg act 270 
Gly Thr Lys Tyr Asn Glu Lys Phe Lys Gly Lys Ala Thr Leu Thr 
80 85 90 

tea gag aaa tec tec age gca gee tac atg gag etc age age ctg 315 
Ser Glu Lys Ser Ser Ser Ala Ala Tyr Met Glu Leu Ser Ser Leu 
95 100 105 
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gcc tct gag gac tct gcg gtc tac tac tgt gca aga ggg ggt tac 360 
Ala Ser Glu Asp Ser Ala Val Tyr Tyr Cys Ala Arg Gly Gly Tyr 
110 115 120 

tat agt tac gac gac tgg ggc caa ggc acc act etc aca gtc tec 405 
Tyr Ser Tyr Asp Asp Trp Gly Gin Gly Thr Thr Leu Thr Val Ser 
125 130 135 

tea ggt ggt ggt ggt teg ggt ggt ggt ggt teg ggt ggt ggc gga 450 
Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly 
140 145 150 

teg gat gtt gtg atg acc caa act cca etc tec ctg cct gtc agt 495 
Ser Asp Val Val Met Thr Gin Thr Pro Leu Ser Leu Pro Val Ser 
155 160 165 

ctt gga gat caa gcc tec ate tct tgc aga tct agt cag age ctt 540 
Leu Gly Asp Gin Ala Ser He Ser, Cys Arg Ser Ser Gin Ser Leu 

170 175 180 . 

eta cac agt aaa gga aac acc tat tta caa tgg tac eta cag aag 585 
Leu His Ser Lys Gly Asn Thr Tyr Leu Gin Trp Tyr Leu Gin Lys 
185 190 195 

cca ggc cag tct cca aag etc ctg ate tac aaa gtt tec aac cga 630 
Pro Gly Gin Ser Pro Lys Leu Leu He Tyr Lys Val Ser Asn Arg 
200 205 210 

TTT TCT GGG GTC CCA GAC AGG TTC AGT GGC AGT GGA TCA GGG ACA 675 
Phe Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr 
215 220 225 

gat ttc aca etc aag ate age aga gtg gag get gag gat ctg gga 720 
Asp Phe Thr Leu Lys He Ser Arg Val Glu Ala Glu Asp Leu Gly 
230 235 240 

gtt tat ttc tgc tct caa agt aca cat gtt ccg tac acg tec gga 765 
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Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro Tyr Thr Ser Gly 
245 250 255 

ggg ggg acc aag ctg gaa ata aaa gac tac aaa gac gat gac gat 810 
Gly Gly Thr Lys Leu Glu He Lys Asp Tyr Lys Asp Asp Asp Asp 
260 265 270 

aaa taa tga 819 
Lys 



<210> 24 

<211> 828 

<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1)... (822) 

<223> pscM2. MABL2-scFv 

<400> 24 

atg aaa tac eta ttg cct acg gca gec get gga ttg tta tta etc 45 
Met Lys Tyr Leu Leu Pro Thr Ala Ala Ala Gly Leu Leu Leu Leu 
5 10 15 

get gee caa cca gee atg gcg cag gtc cag ctg cag cag tct gga 90 
Ala Ala Gin Pro Ala Met Ala Gin Val Gin Leu Gin Gin Ser Gly 

20 25 30 

cct gaa ctg gta aag cct ggg get tea gtg aag atg tec tgc aag 135 
Pro Glu Leu Val Lys Pro Gly Ala Ser Val Lys Met Ser Cys Lys 

35 40 45 

get tct gga tac acc ttc get aac cat gtt att cac tgg gtg aag 180 
Ala Ser Gly Tyr Thr Phe Ala Asn His Val He His Trp Val Lys 
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50 55 60 

cag aag cca ggg cag ggc ctt gag tgg att gga tat att tat cct 225 
Gin Lys Pro Gly Gin Gly Leu Glu Trp He Gly Tyr lie Tyr Pro 
65 70 75 

tac aat gat ggt act aag tat aat gag aag ttc aag gac aag gcc 270 
Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Lys Phe Lys Asp Lys Ala 
80 85 90 

act ctg act tea gac aaa tec tec acc aca gcc tac atg gac etc 315 
Thr Leu Thr Ser Asp Lys Ser Ser Thr Thr Ala Tyr Met Asp Leu 
95 100 - 105 

age age ctg gcc tct gag gac tct gcg gtc tat tac tgt gca aga 360 
Ser Ser Leu Ala Ser Glu Asp Ser Ala Val Tyr Tyr Cys Ala Arg 
110 us 120 

ggg ggt tac tat act tac gac gac , tgg ggc caa ggc acc act etc 405 
Gly Gly Tyr Tyr Thr Tyr Asp Asp Trp Gly Gin Gly Thr Thr Leu. 

125 130 135 

aca gtc tec tea ggt ggt ggt ggt teg ggt ggt ggt ggt teg ggt 450 
Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly 
140 145 150 

ggt ggc gga teg gat gtt gtg atg acc caa agt cca etc tec ctg 495 
Gly Gly Gly Ser Asp Val Val Met Thr Gin Ser Pro Leu Ser Leu 
155 160 165 

cct gtc agt ctt gga gat caa gcc tec ate tct tgc aga tea agt 540 
Pro Val Ser Leu Gly Asp Gin Ala Ser He Ser Cys Arg Ser Ser 
170 175 180 

cag age ctt gtg cac agt aat gga aag acc tat tta cat tgg tac 585 
Gin Ser Leu Val His Ser Asn Gly Lys Thr Tyr Leu His Trp Tyr 
185 190 195 
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ctg cag aag cca ggc cag tct cca aaa etc ctg ate tac aaa gtt 630 
Leu Gin Lys Pro Gly Gin Ser Pro Lys Leu Leu He Tyr Lys Val 

200 205 210 

tec aac cga ttt tct ggg gtc cca gac agg ttc agt ggc agt gga 675 
Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly 

215 220 225 

tea gtg aca gat ttc aca etc atg ate age aga gtg gag get gag 720 
Ser Val Thr Asp Phe Thr Leu Met He Ser Arg Val Glu Ala Glu 

230 235 240 

gat ctg gga gtt tat ttc tgc tct caa agt aca cat gtt ccg tac 765 
Asp Leu Gly Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro Tyr 

245 250 255 

acg ttc gga ggg ggg ace aag ctg gaa ata aaa gac tac aaa gac 810 
Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys Asp Tyr Lys Asp 

260 265 270 

gat gac gat aaa taa tga 828 
Asp Asp Asp Lys 

<210> 25 

<211> 819 

<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1)... (813) 

<223> pCH0M2. MABL2-scFv 

<400> 25 

atg gga tgg age tgt ate ate etc ttc ttg gta gca aca get aca 45 
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Met Gly Trp Ser Cys He lie Leu Phe Leu Val Ala Thr Ala Thr 
5 10 15 

ggt gtc gac tec cag gtc cag ctg cag cag tct gga cct gaa ctg 90 
Gly Val Asp Ser Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu 
20 25 30 

gta aag cct ggg get tea gtg aag atg tec tgc aag get tct gga 135 
Val Lys Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly 

35 40 45 

tac ace ttc get aac cat gtt att cac tgg gtg aag cag aag cca 180 
Tyr Thr Phe Ala Asn His Val He Mis Trp Val Lys Gin Lys Pro 
50 55 60 

ggg cag ggc ctt gag tgg att gga tat att tat cct tac aat gat 225 
Gly Gin Gly Leu Glu Trp He Gly Tyr He Tyr Pro Tyr Asn Asp 
65 70 75 

ggt act aag tat aat gag aag ttc aag gac aag gee act ctg act 270 
Gly Thr Lys Tyr Asn Glu Lys Phe Lys Asp Lys Ala Thr Leu Thr 
80 85 90 

tea gac aaa tec ice acc aca gee tac atg gac etc age age ctg 315 
Ser Asp Lys Ser Ser Thr Thr Ala Tyr Met Asp Leu Ser Ser Leu 
95 100 105 

gec tct gag gac tct gcg gtc tat tac tgt gca aga ggg ggt tac 360 
Ala Ser Glu Asp Ser Ala Val Tyr Tyr Cys Ala Arg Gly Gly Tyr 
110 115 120 

tat act tac gac gac tgg ggc caa ggc acc act etc aca gtc tec 405 
Tyr Thr Tyr Asp Asp Trp Gly Gin Gly Thr Thr Leu Thr Val Ser 
125 130 135 

tea ggt ggt ggt ggt teg ggt ggt ggt ggt teg ggt ggt ggc gga 450 
Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly 
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140 145 150 

teg gat gtt gtg atg acc caa agt cca etc tec ctg cct gtc agt 495 
Ser Asp Val Val Met Thx Gin Ser Pro Leu Ser Leu Pro Val Ser 
155 160 165 

ctt gga gat caa gec tec ate tct tgc aga tea agt cag age ctt. 540 
Leu Gly Asp Gin Ala Ser He Ser Cys Arg Ser Ser Gin Ser Leu 
170 175 180 

gtg cac agt aat gga aag acc tat tta cat tgg tac ctg cag aag 585 
Val His Ser Asn Gly Lys Thr Tyr Leu His Trp Tyr Leu Gin Lys 
185 190 195 

cca ggc cag tct cca aaa etc ctg ate tac aaa gtt tec aac cga 630 
Pro Gly Glh Ser Pro Lys Leu Leu He Tyr Lys Val Ser Asn Arg 
200 205 210 

ttt tct ggg gtc cca gac agg ttc, agt ggc agt gga tea gtg aca 675 
Phe Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Val Thr 
215 220 225 

gat ttc aca etc atg ate age aga gtg gag get gag gat ctg gga 720 
Asp Phe Thr Leu Met He Ser Arg Val Glu Ala Glu Asp Leu Gly 
230 235 240 

gtt tat ttc tgc tct caa agt aca cat gtt ccg tac acg ttc gga 765 
Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro Tyr Thr Phe Gly 
245 250 255 

Sgg ggg acc aag ctg gaa ata aaa gac tac aaa gac gat gac gat 810 
Gly Gly Thr Lys Leu Glu He Lys Asp Tyr Lys Asp Asp Asp Asp 
260 265 270 

aaa taa tga 819 
Lys 
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<210> 26 

<211> 456 

<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1)... (450) 

<223>pCH0-shIAP. Soluble human IAP 
<400> 26 

atg tgg ccc ctg gta gcg gcg ctg ttg ctg ggc teg gcg tgc tgc 45 
Met Trp Pro Leu Val Ala Ala Leu Leu Leu Gly Ser Ala Cys Cys 

5 10 15 . 

gga tea get cag eta eta ttt aat aaa aca aaa tct gta gaa ttc 90 
Gly Ser Ala Gin Leu Leu Phe Asn Lys Thr Lys Ser Val Glu Phe 

20 25 30 

acg ttt tgt aat gac act gtc gtc att cca tgc ttt gtt act aat 135 
Thr Phe Cys Asn Asp Thr Val Val He Pro Cys Phe Val Thr Asn 

35 40 45 

atg gag gca caa aac act act gaa gta tac gta aag tgg aaa ttt 180 
Met Glu Ala Gin Asn Thr Thr Glu Val Tyr Val Lys Trp Lys Phe 

50 55 60 

aaa gga aga gat att tac acc ttt gat gga get eta aac aag tec 225 
Lys Gly Arg Asp He Tyr Thr Phe Asp Gly Ala Leu Asn Lys Ser 

65 70 75 

act gtc ccc act gac ttt agt agt gca aaa att gaa gtc tea caa 270. 
Thr Val Pro Thr Asp Phe Ser Ser Ala Lys He Glu Val Ser Gin 

80 85 90 

tta eta aaa gga gat gec tct ttg aag atg gat aag agt gat get 315 
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Leu Leu Lys Gly Asp Ala Ser Leu Lys Met Asp Lys Ser Asp Ala 
95 100 105 

gtc tea cac aca gga aac tac act tgt gaa gta aca gaa tta acc 360 
Val Ser His Thr Gly Asn Tyr Thr Cys Glu Val Thr Glu Leu Thr 

110 115 120 

aga gaa ggt gaa acg ate ate gag eta aaa tat cgt gtt gtt tea 405 
Arg Glu Gly Glu Thr He He Glu Leu Lys Tyr Arg Val Val Ser 

125 130 135 

tgg ttt tct cca aat gaa aat gac tac aag gac gac gat gac aag 450 
Trp Phe Ser Pro Asn Glu Asn Asp Tyr Lys Asp Asp Asp Asp Lys 

140 145 150 

tga tag 456 

<210> 27 
<211> 46 
<212> DMA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<40O> 27 

ggaattccat atgcaagtgc aacttcaaca gtctggacct gaactg 46 

<210> 28 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
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<400> 28 

ggaattctca ttattttatt tccagcttgg t 31 

<210> 29 

<211> 741 

<212> DNA 

<213> Mus 

<220>- 

<221> CDS 

<222> (1). . . (735) 

<223> pscM2DEm02. MABL2-scFv 

<400> 29 

atg caa gtg caa ctt caa cag tct gga cct gaa ctg gta aag cct 45 
Met Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys Pro 
5 10 15 

SSS get tea gtg aag atg tec tgc aag get tct gga tac ace ttc 90 
Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

20 • 25 30 

get aac cat gtt att cac tgg gtg aag cag aag cca ggg cag ggc 135 
Ala Asn His Val He His Trp Val Lys Gin Lys Pro Gly Gin Gly 

35 40 45 

ctt gag tgg att gga tat att tat cct tac aat gat ggt act aag 180 
Leu Glu Trp He Gly Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys 

50 55 60 

tat aat gag aag ttc aag gac aag gee act ctg act tea gac aaa 225 
Tyr Asn Glu Lys Phe Lys Asp Lys Ala Thr Leu Thr Ser Asp Lys 

65 70 75 

tec tec acc aca gee tac atg gac etc age age ctg gee tct gag 270 
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Ser Ser Thr Thr Ala Tyr Met Asp Leu Ser Ser Leu Ala Ser Glu 
80 85 90 

gac tct gcg gtc tat tac tgt gca aga ggg ggt tac tat act tac 315 
Asp Ser Ala Val Tyr Tyr Cys Ala Arg Gly Gly Tyr Tyr Thr Tyr 
95 100 105 

gac gac tgg ggc caa ggc acc act etc aca gtc tec tea ggt ggt 360 
Asp Asp Trp Gly Gin Gly Thr Thr Leu Thr Val Ser Ser Gly Gly 

110 115 120 

ggt ggt teg ggt ggt ggt ggt teg ggt ggt ggc gga teg gat gtt 405 
Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Asp Val 

125 130 135 

gtg atg acc caa agt cca etc tec ctg cct gtc agt ctt gga gat 450 
Val Met Thr Gin Ser Pro Leu Ser Leu Pro Val Ser Leu Gly Asp 

140 . 145 150 

caa gee tec ate tct tgc aga tea agt cag age ctt gtg cac agt 495 
Gin Ala Ser He Ser Cys Arg Ser Ser Gin Ser Leu Val His Ser 

155 160 165 

aat gga aag acc tat tta cat tgg tac ctg cag aag cca ggc cag 540 
Asn Gly Lys Thr Tyr Leu His Trp Tyr Leu Gin Lys Pro Gly Gin 

170 175 180 

tct cca aaa etc ctg ate tac aaa gtt tec aac cga ttt tct ggg 585 
Ser Pro Lys Leu Leu * He Tyr Lys Val Ser Asn Arg Phe Ser Gly 
185 190 195 

gtc cca gac agg ttc agt ggc agt gga tea gtg aca gat ttc aca 630 
Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Val Thr Asp Phe Thr 
200 205 210 

etc atg ate age aga gtg gag get gag gat ctg gga gtt tat ttc 675 
Leu Met He Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Phe 
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215 . 220 225 

tgc tct caa agt aca cat gtt ccg tac acg ttc gga ggg ggg acc 720 

Cys Ser Gin Ser Thr His Val Pro Tyr Thr Phe Gly Gly Gly Thr 

230 235 240 

aag ctg gaa ata aaa taa tga 741 
Lys Leu Glu He Lys 



<210>-30 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 30 

cagacagtgg ttcaaagt 18 

<210> 31 
<211> 72 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 31 

cgcgtcgacc gatccgccac cacccgaacc accaccaccc gaaccaccac caccttttat 60 
ttccagcttg gt 72 



<210> 32 
<211> 1605" 
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<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1)... (1599) 

<223> pCH0M2(Fv)2. MABL2-sc (Fv) 2 

<400> 32 

atg gga tgg age tgt ate ate etc ttc ttg gta gca aca get aca 45 
Met Gly Trp Ser Cys He He Leu Phe Leu Val Ala Thr Ala Thr 
5 10 15 

ggt gtc -gac tec cag gtc cag ctg cag cag tct gga cct gaa ctg 90 
Gly Val Asp Ser Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu 

20 25 30 

gta aag cct ggg get tea gtg aag.atg tec tgc aag get tct gga 135 
Val Lys Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly. 

35 40 45 

tac acc ttc get aac cat gtt att cac tgg gtg aag cag aag cca 180 
Tyr Thr Phe Ala Asn His Val He His Trp Val Lys Gin Lys Pro 

50 55 60 

ggg cag ggc ctt gag tgg att gga tat att tat cct tac aat gat 225 
Gly Gin Gly Leu Glu Trp He Gly Tyr He Tyr Pro Tyr Asn Asp 

65 70 .75 

ggt act aag tat aat gag aag ttc aag gac aag gee act ctg act 270 
Gly Thr Lys Tyr Asn Glu Lys Phe Lys Asp Lys Ala Thr Leu Thr 

80 85 90 

tea gac aaa tec tec acc aca gec tac atg gac etc age age ctg 315 
Ser Asp Lys Ser Ser Thr Thr Ala Tyr Met Asp Leu Ser Ser Leu 

95 100 105 
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gcc tct gag gac tct gcg gtc tat tac tgt gca aga ggg ggt tac 360 
Ala Ser Glu Asp Ser Ala Val Tyr Tyr Cys Ala Arg Gly Gly Tyr 
110 115 120 

tat act tac gac gac tgg ggc caa ggc acc act etc aca gtc tec 405 
Tyr Thr Tyr Asp Asp Trp Gly Gin Gly Thr Thr Leu Thr Val Ser 
125 130 135 

tea ggt ggt ggt ggt teg ggt ggt ggt ggt teg ggt ggt ggc gga 450 
Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly 
140 145 150 

teg gat gtt gtg atg acc caa agt cca etc tec ctg cct gtc agt 495 
Ser Asp Val Val Met Thr Gin Ser Pro Leu Ser Leu Pro Val Ser 
155 160 165 

ctt gga gat caa gcc tec ate tct tgc aga tea agt cag age ctt 540 
Leu Gly Asp Gin Ala Ser lie Ser Cys Arg Ser Ser Gin Ser Leu 
• 170 175 180 

gtg cac agt aat gga aag acc tat tta cat tgg tac ctg cag aag 585 ■ 
Val His Ser Asn Gly Lys Thr Tyr Leu His Trp Tyr Leu Gin Lys 
185 190 195 

cca ggc cag tct cca aaa etc ctg ate tac aaa gtt tec aac cga 630 
Pro Gly Gin Ser Pro Lys Leu Leu He Tyr Lys Val Ser Asn Arg 
200 205 210 

ttt tct ggg gtc cca gac agg ttc agt ggc agt gga tea gtg aca 675 
Phe Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Val Thr 
215 220 225 

gat ttc aca etc atg ate age aga gtg gag get gag gat ctg gga 720 
Asp Phe Thr Leu Met He Ser Arg Val Glu Ala Glu Asp L u Gly 
230 235 240 

gtt tat ttc tgc tct caa agt aca cat gtt ccg tac acg ttc gga 765 
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Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro Tyr Thr Phe Gly 
245 250 255 

ggg ggg acc aag ctg gaa ata aaa ggt ggt ggt ggt teg ggt ggt 810 
Gly Gly Thr Lys Leu Glu He Lys Gly Gly Gly Gly Ser Gly Gly 
260 265 270 

ggt ggt teg ggt ggt ggc gga teg gtc gac tec cag gtc cag ctg 855 
Gly Gly Ser Gly Gly Gly Gly Ser Val Asp Ser Gin Val Gin Leu 
■•' 275 280 285 

cag cag tct gga cct gaa ctg gta aag cct ggg get tea gtg aag 900 
Gin Gin Ser Gly Pro Glu Leu Val Lys Pro Gly Ala Ser Val Lys 
290 295 300 

atg tec tgc aag get tct gga tac acc ttc get aac cat gtt att 945 
Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ala Asn His Val He 
305 310 315 

cac tgg gtg aag cag aag cca ggg cag ggc ctt gag tgg att gga 990 
His Trp Val Lys Gin Lys Pro Gly Gin Gly Leu Glu Trp lie Gly 
320 325 330 

tat att tat cct tac aat gat ggt act aag tat aat gag aag ttc 1035 
Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Lys Phe 
335 340 345 

aag gac aag gee act ctg act tea gac aaa tec tec acc aca gee 1080 
Lys Asp Lys Ala Thr Leu Thr Ser Asp Lys Ser Ser Thr Thr Ala 
350 355 360 

tac atg gac etc age age ctg gec tct gag gac tct gcg gtc tat 1125 
Tyr Met Asp Leu Ser Ser Leu Ala Ser Glu Asp Ser Ala Val Tyr 
365 370 375 

tac tgt gca aga ggg ggt tac tat act tac gac gac tgg ggc caa 1170 
Tyr Cys Ala Arg Gly Gly Tyr Tyr Thr Tyr Asp Asp Trp Gly Gin 
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380 385 390 

ggc acc act etc aca gtc tec tea ggt ggt ggt ggt teg ggt ggt 1215 
Gly Thr Thr Leu Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly 
395 400 405 

ggt ggt teg ggt ggt ggc gga teg gat gtt gtg atg acc caa agt 1260 
Gly Gly Ser Gly Gly Gly Gly Ser Asp Val Val Met Thr Gin Ser 
410 415 420 

cca etc tec ctg cct gtc agt ctt gga gat caa gee tec ate tct 1305 
Pro Leu Ser Leu Pro Val Ser Leu Gly Asp Gin Ala Ser He Ser 
425 430 435 

tgc aga tea agt cag age ctt gtg cac agt aat gga aag acc tat 1350 
Cys Arg Ser Ser Gin Ser Leu Val His Ser Asn Gly Lys Thr Tyr 
440 445 450 

tta cat tgg tac ctg cag aag cca ,ggc cag tct cca aaa etc ctg 1395 
Leu His Trp Tyr Leu Gin Lys Pro Gly Gin Ser Pro Lys Leu Leu m 

455 460 465 

ate tac aaa gtt tec aac cga ttt tct ggg gtc cca gac agg ttc 1440 
He Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe 
470 475 480 

agt ggc agt gga tea gtg aca gat ttc aca etc atg ate age aga 1485 
Ser Gly Ser Gly Ser Val Thr Asp Phe Thr Leu Met He Ser Arg 
485 490 495 

gtg gag get gag gat ctg gga gtt tat ttc tgc tct caa agt aca 1530 
Val Glu Ala Glu Asp Leu Gly Val Tyr Phe Cys Ser Gin Ser Thr 
500 505 510 

cat gtt ccg tac acg ttc gga ggg ggg acc aag ctg gaa ata aaa 1575 
His Val Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
515 520 525 
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gac tac aaa gac gat gac gat aaa taa tga 1605 
Asp Tyr Lys Asp Asp Asp Asp Lys 
530 

<210> 33 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 33 

tgaggaattc ccaccatggg atg 23 

<210> 34 
<211> 40 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 34 

cacgacgtca ctcgagactg tgagagtggt gccttggccc 40 

<210> 35 
<211> 40 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
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<400> 35 

agtctcgagt gacgtcgtga tgacccaaag tccactctcc 40 

<210> 36 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220>- 

<223> PCR primer 
<400> 36 

gactggatcc tcattattta tcgtcatcgt c 31 

<210> 37 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer • 
<400> 37 

cgcgtaatac gactcactat ag 22 

<210> 38 
<211> 46 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 38 
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gcaattggac ctgttttatc tcgagcttgg tcccccctcc gaacgt 46 

<210> 39 
<211> 45 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223>PCR primer 
<400> 39 

gctcgagata aaacaggtcc aattgcagca gtctggacct gaact 45 

<210> 40 
<211> 60 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 40 

gactggatcc tcattattta tcgtcatcgt ctttgtagt.c tgaggagact gtgagagtgg 60 ' 

<210> 41 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 41 

gactgaattc ccaccatgaa gttgcctgtt ag 32 
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<210> 42 
<211> 40 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400>-42 

cagtctcgag tggtggttcc gacgtcgtga tgacccaaag 40 

<210> 43 
<211> 43 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 43 

cagtctcgag tggtggtggt tccgacgtcg tgatgaccca aag 43 

<210> 44 
<211> 46 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 44 

cagtctcgag tggtggtggt ggttccgacg tcgtgatgac ccaaag 46 
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<210> 45 
<211> 49 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 45 

cagtct'cgag tggtggtggt ggtggttccg acgtcgtgat gacccaaag 49 

<210> 46 
<211> 52 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 46 

cagtctcgag tggtggtggt ggtggtggtt ccgacgtcgt gatgacccaa ag 52 

<210> 47 
<211> 20 
<212> DNA 

<213>. Artificial Sequence 
<220> 

<223> PCR primer 
<400> 47 

ggccgcatgt tgtcacgaat 20 
<210> 48 
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<211> 780 

<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1) . . . (768) 

<223> CF2HL-0/pC0Sl. UABL2-scFv<HL-0> 
<400>48 

atg gga tgg age tgt ate ate etc ttc ttg. gta gca aca get aca ggt gtc 51 
MET Gly Tip Ser Cys He He Leu Phe Leu Val Ala Thr Ala Thr Gly Val 

5 10 15 

gac tec cag gtc cag ctg cag cag tct gga cct gaa ctg gta aag cct ggg 102 
Asp Ser Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys Pro Gly 

20 25. 30 

get tea gtg aag atg tec tgc aag get tct gga tac ace ttc get .aac cat 153 
Ala Ser Val Lys MET Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ala Asn His . 
35 40 45 50 

. gtt att cac tgg gtg aag cag aag cca ggg cag ggc ctt gag tgg att gga 204 
Val He His Trp Val Lys Gin Lys Pro Gly Gin Gly Leu Glu Trp He Gly 

55 60 65 

tat att tat cct tac aat gat ggt act aag tat aat gag aag ttc aag gac 255 
Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Lys Phe Lys Asp 
70 75 80 85 

aag gee act ctg act tea gac aaa tec tec acc aca gee tac atg gac etc 306 
Lys Ala Thr Leu Thr Ser Asp Lys Ser Ser Thr Thr Ala Tyr MET Asp Leu 

90 95 100 

age age ctg gee tct gag gac tct gcg gtc tat tac tgt gca aga ggg ggt 357 
Ser Ser Leu Ala Ser Glu Asp Ser Ala Val Tyr Tyr Cys Ala Arg Gly Gly 



r 
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105 _ 110 115 

tac tat act tac gac gac tgg ggc caa ggc acc act etc aca gtc teg agt 408 
Tyr Tyr Thr Tyr Asp Asp Trp Gly Gin Gly Thr Thr Leu Thr Val Ser Ser 
120 125 130 135 

gac gtc gtg atg acc caa agt cca etc tec ctg cct gtc agt ctt gga gat 459 
Asp Val Val MET Thr Gin Ser Pro Leu Ser Leu Pro Val Ser Leu Gly Asp 

140 145 150 

caa gee tec ate tct tgc aga tea agt cag age ctt gtg cac agt aat gga 510 
Gin Ala Ser He Ser Cys Arg Ser Ser Gin Ser Leu Val His Ser Asn Gly 
I 55 160 165 170 

aag acc tat tta cat tgg tac ctg cag aag cca ggc cag tct cca aaa etc 561 
Lys Thr Tyr Leu His Trp Tyr Leu Gin Lys Pro. Gly Gin Ser Pro Lys Leu 

175 180 185 

ctg ate tac aaa gtt tec aac cga ttt tct ggg gtc cca gac agg ttc agt 612 
Leu He Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe Ser 

190 195 200 

ggc agt gga tea gtg aca gat ttc aca etc atg ate age aga gtg gag get 663 
Gly Ser Gly Ser Val Thr Asp Phe Thr Leu MET He Ser Arg Val Glu Ala 
205 . 210 215 220 

gag gat ctg gga gtt tat ttc tgc tct caa agt aca cat gtt ccg tac acg 714 
Glu Asp Leu Gly Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro Tyr Thr 

225 230 235 

ttc gga ggg ggg acc aag ctg gaa ata aaa gac tac aaa gac gat gac gat 765 
Phe Gly Gly Gly Thr Lys Leu Glu He Lys Asp Tyr Lys Asp Asp Asp Asp 
240 245 250 255 

aaa taa tga gga tec 780 
Lys 
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<210> 49 
<211> 45 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 49 

caagctcgag ataaaatccg gaggccaggt ccaattgcag cagtc 45 

<210> 50 
<211> 48 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 50 

caagctcgag ataaaatccg gaggtggcca ggtccaattg cagcagtc 48 

<210> 51 . 
<211> 51 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 51 

caagctcgag ataaaatccg gaggtggtgg ccaggtccaa ttgcagcagt c 51 



<210> 52 
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<211> 54 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 52 

caagctcgag ataaaatccg gaggtggtgg tggccaggtc caattgcagc agtc 54 

<210> 53 
<211> 57 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 53 

caagctcgag ataaaatccg gaggtggtgg tggtggccag gtccaattgc agcagtc 57 .. 

<210> 54 

<211> 780 

<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1)... (768) 

<223> CF2LH-0/pC0Sl. MABL2-scFv<LH-0> 
<400> 54 

atg aag ttg cct gtt agg ctg ttg gtg ctg atg ttc tgg att cct ggt tec 51 
MET Lys Leu Pro Val Arg Leu Leu Val Leu MET Phe Trp He Pro Gly Ser 
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5 10 15 

age agt gat gtt gtg atg acc caa agt cca etc tec ctg cct gtc agt ctt 102 
Ser Ser Asp Val Val MET Thr Gin Ser Pro Leu Ser Leu Pro Val Ser Leu 

20 25 30 

gga gat caa gec tec ate tct tgc aga tea agt cag age ctt gtg cac agt 153 
Gly Asp Gin Ala Ser lie Ser Cys Arg Ser Ser Gin Ser Leu. Val His Ser 

35 40 45 50 

aat gga aag acc tat tta cat tgg tac ctg cag aag cca ggc cag tct cca 204. 
Asn Gly Lys Thr Tyr Leu His Trp Tyr Leu Gin Lys Pro Gly Gin Ser Pro 

55 60 65 

aaa etc ctg ate tac aaa gtt tec aac cga ttt tct ggg gtc cca gac agg 255 
Lys Leu Leu He Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp Arg 
70 75 80 85 

ttc agt ggc agt gga tea gtg aca.gat ttc aca etc atg ate age aga gtg 306 
Phe Ser Gly Ser Gly Ser Val Thr Asp Phe Thr Leu MET He Ser Arg Val 

90 95 100 

gag get gag gat ctg gga gtt tat ttc tgc tct caa agt aca cat gtt ccg 357 
Glu Ala Glu Asp Leu Gly Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro 

105 HO us 

tac acg ttc gga ggg ggg acc aag etc gag ata aaa cag gtc caa ttg cag 408 
Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys Gin Val Gin Leu Gin 
120 125 130 135 

cag tct gga cct gaa ctg gta aag cct ggg get tea gtg aag atg tec tgc 459 
Gin Ser Gly Pro Glu Leu Val Lys Pro Gly Ala Ser Val Lys MET Ser Cys 

140 145 150 

aag get tct gga tac acc ttc get aac cat gtt att cac tgg gtg aag cag 510 
Lys Ala Ser Gly Tyr Thr Phe Ala Asn His Val He His Trp Val Lys Gin 
155 160 165 170 
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aag cca ggg cag ggc ctt gag tgg att gga tat att tat cct tac aat gat 561 
Lys Pro Gly Gin Gly Leu Glu Trp lie Gly Tyr lie Tyr Pro Tyr Asn Asp 

175 180 185 

ggt act aag tat aat gag aag ttc aag gac aag gcc act ctg act tea gac 612 
Gly Thr Lys Tyr Asn Glu Lys Phe Lys Asp Lys Ala Thr Leu Thr Ser Asp 

190 195 200 

aaa tec tec ace aca gcc tac atg gac etc age age ctg gcc tct gag gac 663 
Lys Ser Ser Thr Thr Ala Tyr MET Asp- Leu Ser Ser Leu Ala Ser Glu Asp 
205 210 215 220 

tct gcg gtc tat tac tgt gca aga ggg ggt tac tat act tac gac gac tgg 714 
Ser Ala Val Tyr Tyr Cys Ala Arg Gly Gly Tyr. Tyr Thr Tyr Asp Asp Trp 

225 230 235 

ggc caa ggc ace act etc aca gtc tec tea gac tac aaa gac gat gac gat 765 
Gly Gin Gly Thr Thr Leu Thr Val , Ser Ser Asp Tyr Lys Asp Asp Asp Asp 
240 245 250 255 

aaa taa tga gga tec 780 
Lys 

<210> 55 

<211> 351 

<212> DNA 

<213> Human 

<220> 

<221> CDS 

<222> (1). . . (351) 

<223> 12B5HV. 1-351 peptide 

<400> 55 

cag gtg cag ctg gtg cag tct ggg gga ggc ttg gtc egg ccc ggg ggg tec ctg agt etc 60 
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Gin Val Gin Leu Val Gin Ser Gly Gly Gly Leu Val Arg Pro Gly Gly Ser Leu Ser Leu 
5 10 15 20 

tec tgt gca gtc tct gga ate acc etc agg acc tac ggc atg cac tgg gtc cgc cag get 120 
Ser Cys Ala Val Ser Gly He Thr Leu Arg Thr Tyr Gly MET His Trp Val Arg Gin Ala 
25 30 3S 40 

cca ggc aag ggg ctg gag tgg gtg gca ggt ata tec ttt gac gga aga agt gaa tac tat 180 
Pro Gly Lys Gly Leu Glu Trp Val Ala Gly He Ser Phe Asp Gly Arg Ser Glu Tyr Tyr 
. . 45 50 55 60 

gca gac tec gtg cag ggc cga ttc acc ate tec aga gac agt tec aag aac acc ctg tat. 240 
Ala Asp Ser Val Gin Gly Arg Phe Thr He Ser Arg Asp Ser Ser Lys Asn Thr Leu Tyr 
65 70 75 80 

ctg caa atg aac age ctg aga gec gag gac acg get gtg tat tac tgt gcg aga gga gca 300 
Leu Gin MET Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Gly Ala 
85 90 95 10 o 

cat tat ggt ttc gat ate tgg ggc caa ggg aca atg gtc acc gtc teg agt 351 
His Tyr Gly Phe Asp He Trp Gly Gin Gly Thr MET Val Thr Val Ser Ser 
105 no us 

<210> 56 

<211> 57 

<212> DNA 

<213> Human 

<220> 

<221> CDS 

<222> (1). . . (57) 

<223> reader sequence 

<400> 56 

atg gag ttt ggg ctg age tgg gtt ttc etc gtt get ctt tta aga ggt gtc cag tgt 57 
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MET Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arg Gly Val Gin Cys 
5 10 15 

<210> 57 
<211> 115 
<212> DNA 

<213> Artificial Sequence 
<220>- 

<223> 12B5VH-1 
<400> 57 

atggagtttg ggctgagctg ggttttcctc gttgctcttt taagaggtgt ccagtgtcag 60 
gtgcagctgg tgcagtctgg gggaggcttg gtccggcccg gggggtccct gagtc 115 

<210> 58 
<211> 115 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VH-2 
<400> 58 

aaggatatac ctgccaccca ctccagcccc ttgcctggag cctggcggac ccagtgcatg 60 
ccgtaggtcc tgagggtgat tccagagact gcacaggaga gactcaggga ccccc 115 

<210> 59 
<211> 115 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> 12B5VH-3 
<400> 59 

ggcaggtata tcctttgacg gaagaagtga atactatgca gactccgtgc agggccgatt 60 
caccatctcc agagacagtt ccaagaacac cctgtatctg caaatgaaca gcctg 115 

<210> 60 
<211> 115 
<212>DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VH-4 
<400> 60 

actcgagacg gtgaccattg tcccttggcc ccagatatcg aaaccataat gtgctcctct 60 
cgcacagtaa tacacagccg tgtcctcggc tctcaggctg ttcatttg 108 

<210> 61 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VH-S, PCR primer 
<400> 61 

ttcaagcttc caccatggag tttgggctga gc 32 

<210> 62 
<211> 34 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> 12B5VH-A, PCR primer 
<400> 62 

ttgggatcca ctcaccactc gagacggtga ccat 34 

<210> 63 

<211> 433 

<212>-DNA 

<213> Human 

<220> 

<221> CDS 

<222> (12)... (419) 

<223> HEF-12B5H-g gamma. 12-419 peptide 
<400> 63 

aagcttccac c atg gag ttt ggg ctg age tgg gtt ttc etc gtt get ctt tta aga 56 
MET Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arg 
1 5 10 15 

ggt gtc cag tgt cag gtg cag ctg gtg cag tct ggg gga ggc ttg gtc egg ccc ggg ggg 116 
Gly Val Gin Cys Gin Val Gin Leu Val Gin Ser Gly Gly Gly Leu Val Arg Pro Gly Gly 
20 25 30 35 

tec ctg agt etc tec tgt gca gtc tct gga ate ace etc agg ace tac ggc atg cac tgg 176 
Ser Leu Ser Leu Ser Cys Ala Val Ser Gly lie Thr Leu Arg Thr Tyr Gly MET His Trp 
40 45 50 55 

gtc cgc cag get cca ggc aag ggg ctg gag tgg gtg gca ggt ata tec ttt gac gga aga 236 
Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val Ala Gly He Ser Phe Asp Gly Arg 
60 65 70 75 

agt gaa tac tat gca gac tec gtg cag ggc cga ttc ace ate tec aga gac agt tec aag 296 
Ser Glu Tyr Tyr Ala Asp Ser Val Gin Gly Arg Phe Thr He Ser Arg Asp Ser Ser Lys 
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80 85 90 95 

aac acc ctg tat ctg caa atg aac age ctg aga gec gag gac acg get gtg tat tac tgt 356 
Asn Thr Leu Tyr Leu Gin MET Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys 

1Q 0 105 HO us 

gcg aga gga gca cat tat ggt ttc gat ate tgg ggc caa ggg aca atg gtc acc gtc teg 416 
Ala Arg Gly Ala His .Tyr Gly Phe Asp He Trp Gly Gin Gly Thr MET Val Thr Val Ser 

120 125 130 135 

agt ggtgagtgga tec 433 
Ser 

<210> 64 

<211> 323 

<212> DNA 

<213> Human 

<220> 

<221> CDS 

<222> (1)... (323) 

<223> 12B5LV. 1-323 peptide 

<400> 64 

gac ate cag atg acc cag tct cct tec acc ctg tct gca tct att gga gac aga gtc acc 60 
Asp He Gin MET Thr Gin Ser Pro Ser Thr Leu Ser Ala Ser He Gly Asp Arg Val Thr 
5 10 15 20 

ate acc tgc egg gee age gag ggt att tat cac tgg ttg gee tgg tat cag cag aag cca 120 
He Thr Cys Arg Ala Ser Glu Gly He Tyr His Trp Leu Ala Trp Tyr Gin Gin Lys Pro 

25 30 35 40 

ggg aaa gec cct aaa etc ctg ate tat aag gee tct agt tta gee agt ggg gec cca tea 180 
Gly Lys Ala Pro Lys Leu Leu lie Tyr Lys Ala Ser Ser Leu Ala Ser Gly Ala Pro Ser 

45 50 55 60 
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agg ttc age ggc agt gga tct ggg aca gat ttc act etc acc ate age age ctg cag cct 240 
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Ser Ser Leu Gin Pro 

65 70 75 80 

gat gat ttt gca act tat tac tgc caa caa tat agt aat tat ccg etc act ttc ggc gga 300 
Asp Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Tyr Ser Asn Tyr Pro Leu Thr Phe Gly Gly 

85 90 95 100 

ggg acc aag ctg gag ate aaa 323 
Gly Thr Lys Leu Glu He Lys 
105 

<210> 65 

<211> 66 

<212> DNA 

<213> Human 

<220> 

<221> CDS 

<222> (1) . . . (57) 

<223> reader sequence 

<400> 65 

atg gac atg agg gtc ccc get cag etc ctg ggg etc ctg ctg etc tgg etc cca ggt gee 60 
MET Asp MET Arg Val Pro Ala Gin Leu Leu Gly Leu Leu Leu Leu Trp Leu Pro Gly Ala 
5 10 15 20 

Aaa tgt 66 
Lys Cys 



<210> 66 
<211> 110 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> 12B5VL-1 
<400> 66 

atggacatga gggtccccgc tcagctcctg gggctcctgc tgctctggct cccaggtgcc 60 
aaatgtgaca tccagatgac ccagtctcct tccaccctgt ctgcatctat 110 

<210> 67 
<211> 110 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VL-2 
<400> 67 

ggagtttagg ggctttccct ggcttctgct gataccaggc caaccagtga taaataccct 60 
cgctggcccg gcaggtgatg gtgactctgt ctccaataga tgcagacagg 110 

<210> 68 
<211> 110 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VL-3 
<400> 68 

aagcccctaa actcctgatc tataaggcct ctagtttagc cagtggggcc ccatcaaggt 60 
tcagcggcag tggatctggg acagatttca ctctcaccat cagcagcctg 110 



<210> 69 
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<211> 110 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VL-4 
<400> 69 

accatcagca gcctgcagcc tgatgatttt gcaacttatt actgccaaca atatagtaat 60 
tatccgctca ctttcggcgg agggaccaag ctggagatca aa 102 

<210> 70 

<211> 32 . 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VL-S, PCR primer 
<400> 70 

ttcaagcttc caccatggac atgagggtcc cc 32 

<210> 71 
<211> 35 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VL-A, PCR primer 
<400> 71 

tctaggatcc actcacgttt gatctccagc ttggt 35 



<210> 72 
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<211> 415 

<212> DNA 

<213> Human 

<220> 

<221> CDS 

<222> (12)... (398) 

<223> HEF~12B5H-g kappa. 12-398 peptide 
<400> 72 

aagcttccac c atg gac atg agg gtc ccc get cag etc ctg ggg etc ctg ctg etc 56 
MET Asp MET Arg Val Pro Ala Gin Leu Leu Gly Leu Leu Leu Leu 
15 10 15 

tgg etc cca ggt gee aaa tgt gac ate cag atg ace cag tct cct tec acc ctg tct gca 116 
Trp Leu Pro Gly Ala Lys Cys Asp He Gin MET Thr Gin Ser Pro Ser Thr Leu Ser JVla 
20 25 30 35 

tct att gga gac aga gtc acc ate acc tgc egg gec age gag ggt .att tat cac tgg ttg 176 
Ser He Gly Asp Arg Val Thr He Thr Cys Arg Ala Ser Glu Gly He Tyr His Trp Leu 
40 45 50 55 

gee tgg tat cag cag aag cca ggg aaa gee cct aaa etc ctg ate tat aag gec tct agt 236 
Ala Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro Lys Leu Leu He Tyr Lys Ala Ser Ser 
60 65 70 75 

tta gec agt ggg gec cca tea agg ttc age ggc agt gga tct ggg aca gat ttc act etc 296 
Leu Ala Ser Gly Ala Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu 
80 85 90 95 

acc ate age age ctg cag cct gat gat ttt gca act tat tac tgc caa caa tat agt aat 356 
Thr He Ser Ser Leu Gin Pro Asp Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Tyr Ser Asn 
100 105 110 115 

tat ccg etc act ttc ggc gga ggg acc aag ctg gag ate aaa cgtgagtgga tcctaga 415 
Tyr Pro Leu Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
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SEQUENCE LISTING 

<110> CHUGAI SEIYAKD KABDSHIKI KAISHA 

<120> Agonist antibody 

<130> FP1009 

<141> 2001-04-17 

<150> JP2000-1 15246 

<151> 2000-04-17 

<150> JP2000-321821 

<151> 2000-10-20 

<150> JP2000-321822 

<151> 2000-10-20 

<150> PCT/JP01/01912 

<151> 2001-03-12 

<160> 84 

<210> 1 
<2U> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 1 

ccatcctaat acgactcact atagggc 27 

<210> 2 
<211> 27 



<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 2 

ggatcccggg tggatggtgg gaagatg 27 

<210> 3 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 3 

ggatcccggg ccagtggata gacagatg 28 

<210> 4 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 4 

ggatcccggg agtggataga ccgatg 26 

<210> 5 
<211> 394 
<212> DNA 
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<213> Mus 

<220> 

<221> CDS 

<222> (1)...(393) 

<223> pGEM-MlL. l-57;signal peptide, 58-394;mature peptide 
<400> 5 

atg aag ttg cct gtt agg ctg ttg gtg ctg atg ttc tgg att cct 45 
Met Lys Leu Pro Val Arg Leu Leu Val Leu Met Phe Trp He Pro 
5 10 15 

gcg tec age agt gat gtt gtg atg acc caa act cca etc tec ctg 90 
Ala Ser Ser Ser Asp Val Val Met Thr Gin Thr Pro Leu Ser Leu 

20 25 30 

cct gtc agt ctt gga gat caa gec tec ate tct tgc aga tct agt 135 
Pro Val Ser Leu Gly Asp Gin Ala Ser He Ser Cys Arg Ser Ser 

35 40 45 

cag age ctt eta cac agt aaa gga aac acc tat tta caa tgg tac 180 
Gin Ser Leu Leu His Ser Lys Gly Asn Thr Tyr Leu Gin Trp Tyr 

50 55 60 

eta cag aag cca ggc cag tct cca aag etc ctg ate tac aaa gtt 225 
Leu Gin Lys Pro Gly Gin Ser Pro Lys Leu Leu He Tyr Lys Val 

65 70 75 

tec aac cga ttt tct ggg gtc cca gac agg ttc agt ggc agt gga 270 
Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly 

80 85 90 

tea ggg aca gat ttc aca etc aag ate age aga gtg gag get gag 315 
Ser Gly Thr Asp Phe Thr Leu Lys He Ser Arg Val Glu Ala Glu 

95 100 105 

gat ctg gga gtt tat ttc tgc tct caa agt aca cat gtt ccg tac 360 



4/57 

Asp Leu Gly Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro Tyr 
110 115 120 

acg tec gga ggg ggg acc aag ctg gaa ata aaa c 394 

Thr Ser Gly Gly Gly Thr Lys Leu Glu lie Lys 
125 130 

<210> 6 

<211> 409 

<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1)...(408) 

<223> pGEM-MlH. 1-57; signal peptide, 58-40 9; mature peptide 
<400> 6 

atg gaa tgg age tgg ata ttt etc ttc etc ctg tea gga act gca 45 
Met Glu Trp Ser Trp He Phe Leu Phe Leu Leu Ser Gly Thr Ala 
5 10 15 

ggt gtc cac tec cag gtc cag ctg cag cag tct gga cct gac ctg 90 
Gly Val His Ser Gin Val Gin Leu Gin Gin Ser Gly Pro Asp Leu 

10 25 30 

gta aag cct ggg get tea gtg aag atg tec tgc aag get tct gga 135 
Val Lys Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly 

35 40 45 

tac acc ttc gtt aac cat gtt atg cac tgg gtg aag cag aag cca 180 
Tyr Thr Phe Val Asn His Val Met His Trp Val Lys Gin Lys Pro 

50 55 60 

ggg cag ggc ctt gag tgg att gga tat att tat cct tac aat gat 225 
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Gly Gin Gly Leu Glu Trp He 
65 

ggt act aag tac aat gag aag 
Gly Thr Lys Tyr Asn Glu Lys 
80 

tea gag aaa tec tec age gca 
Ser Glu Lys Ser Ser Ser Ala 
95 

gee tct gag gac tct gcg gtc 
Ala Ser Glu Asp Ser Ala Val 
110 

tat agt tac gac gac tgg ggc 
Tyr Ser Tyr Asp Asp Trp Gly 
125 

tea g 409 
Ser 



Gly Tyr He Tyr Pro Tyr Asn Asp 
70 75 
ttc aag ggc aag gee aca ctg act 270 
Phe Lys Gly Lys Ala Thr Leu Thr 
85 90 
gee tac atg gag etc age age ctg 315 
Ala Tyr Met Glu Leu Ser Ser Leu 

100 105 
tac tac tgt gca aga ggg ggt tac 360 
Tyr Tyr Cys Ala Arg Gly Gly Tyr 

115 120 
caa ggc ace act etc aca gtc tec 405 
Gin Gly Thr Thr Leu Thr Val Ser 

130 135 



<210> 7 

<211> 394 

<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1). . .(393) 

<223> pGEM-M2L. l-57;signal peptide, 58-394; mature peptide 
<400> 7 

atg aag ttg cct gtt agg ctg ttg gtg ctg atg ttc tgg att cct 45 
Met Lys Leu Pro Val Arg Leu Leu Val Leu Met Phe Trp He Pro 
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5 10 15 

ggt tec age agt gat gtt gtg atg ace caa agt cca etc tec ctg 90 
Gly Ser Ser Ser Asp Val Val Met Thr Gin Ser Pro Leu Ser Leu 

20 25 30 

cct gtc agt ctt gga gat caa gec tec ate tct tgc aga tea agt 135 
Pro Val Ser Leu Gly Asp Gin Ala Ser He Ser Cys Arg Ser Ser 

35 40 45 

cag age ctt gtg cac agt aat gga aag acc tat tta cat tgg tac 180 
Gin Ser Leu Val His Ser Asn Gly Lys Thr Tyr Leu His Trp Tyr 

50 55 60 

ctg cag aag cca ggc cag tct cca aaa etc ctg ate tac aaa gtt 225 
Leu Gin Lys Pro Gly Gin Ser Pro Lys Leu Leu He Tyr Lys Val 

65 70 - 75 

tec aac cga ttt tct ggg gtc cca gac agg ttc agt ggc agt gga 270 
Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly 

80 85 90 

tea gtg aca gat ttc aca etc atg ate age aga gtg gag get gag 315 
Ser Val Thr Asp Phe Thr Leu Met He Ser Arg Val Glu Ala Glu 

95 100 105 

gat ctg gga gtt tat ttc tgc tct caa agt aca cat gtt ccg tac 360 
Asp Leu Gly Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro Tyr 
110 115 120 

acg ttc gga ggg ggg acc aag ctg gaa ata aaa c 394 
Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
125 130 



<210> 8 
<211> 409 



7/57 



<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1)...(408) 

<223> pGEM-M2H. 1-57; signal peptide, 58-409;mature peptide 
<400> 8 

atg gaa tgg age tgg ata ttt etc ttc etc ctg tea gga act gca 45 
Met Glu Trp Ser Trp lie Phe Leu Phe Leu Leu Ser Gly Thr Ala 
5 10 15 

ggt gtc cac tec cag gtc cag ctg cag cag tct gga cct gaa ctg 90 
Gly Val His Ser Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu 

20 25 30 

gta aag cct ggg get tea gtg aag atg tec tgc aag get tct gga 135 
Val Lys Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly 

35 40 45 

tac ace ttc get aac cat gtt att cac tgg gtg aag cag aag cca 180 
Tyr Thr Phe Ala Asn His Val lie His Trp Val Lys Gin Lys Pro 

50 55 60 

ggg cag ggc ctt gag tgg att gga tat att tat cct tac aat gat 225 
Gly Gin Gly Leu Glu Trp lie Gly Tyr He Tyr Pro Tyr Asn Asp 

65 70 75 

ggt act aag tat aat gag aag ttc aag gac aag gee act ctg act 270 
Gly Thr Lys Tyr Asn Glu Lys Phe Lys Asp Lys Ala Thr Leu Thr 

80 85 90 

tea gac aaa tec tec ace aca gec tac atg gac etc age age ctg 315 
Ser Asp Lys Ser Ser Thr Thr Ala Tyr Met Asp Leu Ser Ser Leu 

95 100 105 
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gcc tct gag gac tct gcg gtc tat tac tgt gca aga ggg ggt tac 360 
Ala Ser Glu Asp Ser Ala Val Tyr Tyr Cys Ala Arg Gly Gly Tyr 

110 115 120 

tat act tac gac gac tgg ggc caa ggc acc act etc aca gtc tec 405 
Tyr Thr Tyr Asp Asp Trp Gly Gin Gly Thr Thr Leu Thr Val Ser 

125 130 135 

tea g 409 
Ser 

<210> 9 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 9 

cccaagcttc caccatgaag ttgcctgtta gg 32 

<210> 10 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 10 

cccaagcttc caccatggaa tggagctgga ta 32 



<210> 11 
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<211> 34 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 11 

cgcggatcca ctcacgtttt atttccagct tggt 34 

<210> 12 
<211> 34 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 12 

cgcggatcca ctcacctgag gagactgtga gagt 34 

<210> 13 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 13 

catgccatgg cgcaggtcca gctgcagcag 30 



<210> 14 
<211> 27 



<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 14 

accaccacct gaggagactg tgagagt 27 

<210> 15 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 15 

gtctcctcag gtggtggtgg ttcgggt 27 

<210> 16 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 16 

cacaacatcc gatccgccac cacccga 27 



<210> 17 
<211> 27 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 17 

ggcggatcgg atgttgtgat gacccaa 27 

<210> 18 
<211> 57 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 18 

ccggaattct cattatttat cgtcatcgtc tttgtagtct tttatttcca gcttggt 57 

<210> 19 
<211> 45 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Linker amino acid sequence and nucleotide sequence 
<400> 19 

ggt ggt ggt ggt teg ggt ggt ggt ggt teg ggt ggt ggc gga teg 45 
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser 
5 10 15 

<210> 20 
<211> 828 



12/57 



<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1)...(826) 

<223> pscMl. MABLl-scFv 

<400> 20 

atg aaa tac eta ttg cct acg gca gec get gga ttg tta tta etc 45 
Met Lys Tyr Leu Leu Pro Thr Ala Ala Ala Gly Leu Leu Leu Leu 
5 10 15 

get gee caa cca gec atg gcg cag gtc cag ctg cag cag tct gga 90 
Ala Ala Gin Pro Ala Met Ala Gin Val Gin Leu Gin Gin Ser Gly 

20 25 30 

cct gac ctg gta aag cct ggg get tea gtg aag atg tec tgc aag 135 
Pro Asp Leu Val Lys Pro Gly Ala Ser Val Lys Met Ser Cys Lys 

35 40 45 

get tct gga tac acc ttc gtt aac cat gtt atg cac tgg gtg aag 180 
Ala Ser Gly Tyr Thr Phe Val Asn His Val Met His Trp Val Lys 

50 55 60 

cag aag cca ggg cag ggc ctt gag tgg att gga tat att tat cct 225 
Gin Lys Pro Gly Gin Gly Leu Glu Trp He Gly Tyr He Tyr Pro 

65 70 75 

tac aat gat ggt act aag tac aat gag aag ttc aag ggc aag gec 270 
Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Lys Phe Lys Gly Lys Ala 

80 85 90 

aca ctg act tea gag aaa tec tec age gca gee tac atg gag etc 315 
Thr Leu Thr Ser Glu Lys Ser Ser Ser Ala Ala Tyr Met Glu Leu 

95 100 105 
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age age 
Ser Ser 

ggg ggt 
Gly Gly 

aca gtc 
Thr Val 

ggt ggc 
Gly Gly 

cct gtc 
Pro Val 

cag age 
Gin Ser 

eta cag 
Leu Gin 

tec aac 
Ser Asn 

tea ggg 
Ser Gly 



ctg gee 
Leu Ala 

tac tat 
Tyr Tyr 

tec tea 
Ser Ser 

gga teg 
Gly Ser 

agt ctt 
Ser Leu 

ctt eta 
Leu Leu 

aag cca 
Lys Pro 

cga ttt 
Arg Phe 

aca gat 
Thr Asp 



gat ctg gga gtt 



tct gag gac 
Ser Glu Asp 
110 

agt tac gac 
Ser Tyr Asp 
125 

ggt ggt ggt 
Gly Gly Gly 
140 

gat gtt gtg 
Asp Val Val 
155 

gga gat caa 
Gly Asp Gin 
170 

cac agt aaa 
His Ser Lys 
185 

ggc cag tct 
Gly Gin Ser 
200 

tct ggg gtc 
Ser Gly Val 
215 

ttc aca etc 
Phe Thr Leu 
230 

tat ttc tgc 



tct gcg 
Ser Ala 

gac tgg 
Asp Trp 

ggt teg 
Gly Ser 

atg acc 
Met Thr 

gee tec 
Ala Ser 

gga aac 
Gly Asn 

cca aag 
Pro Lys 

cca gac 
Pro Asp 

aag ate 
Lys lie 

tct caa 



gtc tac tac 
Val Tyr Tyr 
115 

ggc caa ggc 
Gly Gin Gly 
130 

ggt ggt ggt 
Gly Gly Gly 
145 

caa act cca 
Gin Thr Pro 
160 

ate tct tgc 
He Ser Cys 
175 

acc tat tta 
Thr Tyr Leu 
190 

etc ctg ate 
Leu Leu He 
205 

agg ttc agt 
Arg Phe Ser 
220 

age aga gtg 
Ser Arg Val 
235 

agt aca cat 



tgt gca 
Cys Ala 

acc act 
Thr Thr 

ggt teg 
Gly Ser 

etc tec 
Leu Ser 

aga tct 
Arg Ser 

caa tgg 
Gin Trp 

tac aaa 
Tyr Lys 

ggc agt 
Gly Ser 

gag get 
Glu Ala 

gtt ccg 



aga 360 

Arg 

120 

etc 405 

Leu 

135 

ggt 450 

Gly 

150 

ctg 495 

Leu 

165 

agt 540 

Ser 

180 

tac 585 

Tyr 

195 

gtt 630 

Val 

210 

gga 675 

Gly 

225 

gag 720 

Glu 

240 

tac 765 
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Asp Leu Gly Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro Tyr 
245 250 255 

acg tec gga ggg ggg acc aag ctg gaa ata aaa gac tac aaa gac 810 

Thr Ser Gly Gly Gly Thr Lys Leu Glu He Lys Asp Tyr Lys Asp 
260 265 270 

gat gac gat aaa taa tga 828 

Asp Asp Asp Lys 

<210> 21 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 21 

acgcgtcgac tcccaggtcc agetgeagea g 31 

<210> 22 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 22 

gaaggtgtat ccagaagc 18 

<210> 23 
<211> 819 
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<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1)...(813) 

<223> pCHOMl. MABLl-scFv 

<400> 23 

atg gga tgg age tgt ate ate etc ttc ttg gta gca aca get aca 45 
Met Gly Trp Ser Cys lie He Leu Phe Leu Val Ala Thr Ala Thr 
5 10 15 

ggt gtc gac tec cag gtc cag ctg cag cag tct gga cct gac ctg 90 
Gly Val Asp Ser Gin Val Gin Leu Gin Gin Ser Gly Pro Asp Leu 

20 25 30 

gta aag cct ggg get tea gtg aag atg tec tgc aag get tct gga 135 
Val Lys Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly 

35 40 45 

tac ace ttc gtt aac cat gtt atg cac tgg gtg aag cag aag cca 180 
Tyr Thr Phe Val Asn His Val Met His Trp Val Lys Gin Lys Pro 

50 55 60 

ggg cag ggc ctt gag tgg att gga tat att tat cct tac aat gat 225 
Gly Gin Gly Leu Glu Trp He Gly Tyr He Tyr Pro Tyr Asn Asp 

65 70 75 

ggt act aag tac aat gag aag ttc aag ggc aag gee aca ctg act 270 
Gly Thr Lys Tyr Asn Glu Lys Phe Lys Gly Lys Ala Thr Leu Thr 

80 85 90 

tea gag aaa tec tec age gca gec tac atg gag etc age age ctg 315 
Ser Glu Lys Ser Ser Ser Ala Ala Tyr Met Glu Leu Ser Ser Leu 

95 100 105 
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gcc tct 
Ala Ser 

tat agt 
Tyr Ser 

tea ggt 
Ser Gly 

teg gat 
Ser Asp 

ctt gga 
Leu Gly 

eta cac 
Leu His 

cca ggc 
Pro Gly 

TTT TCT 
Phe Ser 

gat ttc 
Asp Phe 



gag gac 
Glu Asp 

tac gac 
Tyr Asp 

ggt ggt 
Gly Gly 

gtt gtg 
Val Val 

gat caa 
Asp Gin 

agt aaa 
Ser Lys 

cag tct 
Gin Ser 

GGG GTC 
Gly Val 

aca etc 
Thr Leu 



gtt tat ttc tgc 



tct gcg 
Ser Ala 
110 

gac tgg 
Asp Trp 
125 

ggt teg 
Gly Ser 
140 

atg acc 
Met Thr 
155 

gcc tec 
Ala Ser 
170 

gga aac 
Gly Asn 
185 

cca aag 
Pro Lys 
200 

CCA GAC 
Pro Asp 
215 

aag ate 
Lys He 
230 

tct caa 



gtc tac 
Val Tyr 

ggc caa 
Gly Gin 

ggt ggt 
Gly Gly 

caa act 
Gin Thr 

ate tct 
He Ser 

acc tat 
Thr Tyr 

etc ctg 
Leu Leu 

AGG TTC 
Arg Phe 

age aga 
Ser Arg 

agt aca 



tac tgt gca 
Tyr Cys Ala 
115 

ggc acc act 
Gly Thr Thr 
130 

ggt ggt teg 
Gly Gly Ser 

145 
cca etc tec 
Pro Leu Ser 

160 
tgc aga tct 
Cys Arg Ser 

175 

tta caa tgg 
Leu Gin Trp 
190 

ate tac aaa 
lie Tyr Lys 

205 
AGT GGC AGT 
Ser Gly Ser 

220 
gtg gag get 
Val Glu Ala 

235 
cat gtt ccg 



aga ggg 
Arg Gly 

etc aca 
Leu Thr 

ggt ggt 
Gly Gly 

ctg cct 
Leu Pro 

agt cag 
Ser Gin 

tac eta 
Tyr Leu 

gtt tec 
Val Ser 

GGA TCA 
Gly Ser 

gag gat 
Glu Asp 

tac acg 



ggt tac 360 
Gly Tyr 
120 

gtc tec 405 
Val Ser 
135 

ggc gga 450 
Gly Gly 
150 
gtc agt 495 
Val Ser 
165 
age ctt 540 
Ser Leu 
180 
cag aag 585 
Gin Lys 
195 
aac cga 630 
Asn Arg 
210 
GGG ACA 675 
Gly Thr 
225 
ctg gga 720 
Leu Gly 
240 
tec gga 765 
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Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro Tyr Thr Ser Gly 
245 250 255 

ggg ggg acc aag ctg gaa ata aaa gac tac aaa gac gat gac gat 810 
Gly Gly Thr Lys Leu Glu He Lys Asp Tyr Lys Asp Asp Asp Asp 
260 265 270 

aaa taa tga 819 
Lys 



<210> 24 

<211> 828 

<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1)...(822) 

<223> pscM2. MABL2-scFv 

<400> 24 

atg aaa tac eta ttg cct acg gca gec get gga ttg tta tta etc 45 
Met Lys Tyr Leu Leu Pro Thr Ala Ala Ala Gly Leu Leu Leu Leu 
5 10 15 

get gee caa cca gee atg gcg cag gtc cag ctg cag cag tct gga 90 
Ala Ala Gin Pro Ala Met Ala Gin Val Gin Leu Gin Gin Ser Gly 

20 25 30 

cct gaa ctg gta aag cct ggg get tea gtg aag atg tec tgc aag 135 
Pro Glu Leu Val Lys Pro Gly Ala Ser Val Lys Met Ser Cys Lys 

35 40 45 

get tct gga tac acc ttc get aac cat gtt att cac tgg gtg aag 180 
Ala Ser Gly Tyr Thr Phe Ala Asn His Val He His Trp Val Lys 
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50 55 60 

cag aag cca ggg cag ggc ctt gag tgg att gga tat att tat cct 225 
Gin Lys Pro Gly Gin Gly Leu Glu Trp He Gly Tyr He Tyr Pro 
65 70 75 

tac aat gat ggt act aag tat aat gag aag ttc aag gac aag gcc 270 
Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Lys Phe Lys Asp Lys Ala 
80 85 90 

act ctg act tea gac aaa tec tec ace aca gcc tac atg gac etc 315 
Thr Leu Thr Ser Asp Lys Ser Ser Thr Thr Ala Tyr Met Asp Leu 
95 100 105 

age age ctg gcc tct gag gac tct gcg gtc tat tac tgt gca aga 360 
Ser Ser Leu Ala Ser Glu Asp Ser Ala Val Tyr Tyr Cys Ala Arg 
110 115 120 

ggg ggt tac tat act tac gac gac tgg ggc caa ggc acc act etc 405 
Gly Gly Tyr Tyr Thr Tyr Asp Asp Trp Gly Gin Gly Thr Thr Leu 
125 130 135 

aca gtc tec tea ggt ggt ggt ggt teg ggt ggt ggt ggt teg ggt 450 
Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly 
140 145 150 

ggt ggc gga teg gat gtt gtg atg acc caa agt cca etc tec ctg 495 
Gly Gly Gly Ser Asp Val Val Met Thr Gin Ser Pro Leu Ser Leu 
155 160 165 

cct gtc agt ctt gga gat caa gcc tec ate tct tgc aga tea agt 540 
Pro Val Ser Leu Gly Asp Gin Ala Ser He Ser Cys Arg Ser Ser 
170 175 180 

cag age ctt gtg cac agt aat gga aag acc tat tta cat tgg tac 585 
Gin Ser Leu Val His Ser Asn Gly Lys Thr Tyr Leu His Trp Tyr 
185 190 195 
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ctg cag aag cca ggc cag tct cca aaa etc ctg ate tac aaa gtt 630 
Leu Gin Lys Pro Gly Gin Ser Pro Lys Leu Leu He Tyr Lys Val 

200 205 210 

tec aac cga ttt tct ggg gtc cca gac agg ttc agt ggc agt gga 675 
Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly 

215 220 225 

tea gtg aca gat ttc aca etc atg ate age aga gtg gag get gag 720 
Ser Val Thr Asp Phe Thr Leu Met He Ser Arg Val Glu Ala Glu 

230 235 240 

gat ctg gga gtt tat ttc tgc tct caa agt aca cat gtt ccg tac 765 
Asp Leu Gly Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro Tyr 

245 250 255 

acg ttc gga ggg ggg acc aag ctg gaa ata aaa gac tac aaa gac 810 
Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys Asp Tyr Lys Asp 

260 265 270 

gat gac gat aaa taa tga 828 
Asp Asp Asp Lys 

<210> 25 

<211> 819 

<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1). ..(813) 

<223> pCH0M2. MABL2-scFv 

<400> 25 

atg gga tgg age tgt ate ate etc ttc ttg gta gca aca get aca 45 
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Met Gly Trp Ser Cys He He Leu Phe Leu Val Ala Thr Ala Thr 
5 10 15 

ggt gtc gac tec cag gtc cag ctg cag cag tct gga cct gaa ctg 90 
Gly Val Asp Ser Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu 

20 25 30 

gta aag cct ggg get tea gtg aag atg tec tgc aag get tct gga 135 
Val Lys Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly 

35 40 45 

tac acc ttc get aac cat gtt att cac tgg gtg aag cag aag cca 180 
Tyr Thr Phe Ala Asn His Val He His Trp Val Lys Gin Lys Pro 

50 55 60 

ggg cag ggc ctt gag tgg att gga tat att tat cct tac aat gat 225 
Gly Gin Gly Leu Glu Trp He Gly Tyr He Tyr Pro Tyr Asn Asp 

65 70 75 

ggt act aag tat aat gag aag ttc aag gac aag gee act ctg act 270 
Gly Thr Lys Tyr Asn Glu Lys Phe Lys Asp Lys Ala Thr Leu Thr 

80 85 90 

tea gac aaa tec tec acc aca gee tac atg gac etc age age ctg 315 
Ser Asp Lys Ser Ser Thr Thr Ala Tyr Met Asp Leu Ser Ser Leu 

95 100 105 

gec tct gag gac tct gcg gtc tat tac tgt gca aga ggg ggt tac 360 
Ala Ser Glu Asp Ser Ala Val Tyr Tyr Cys Ala Arg Gly Gly Tyr 
110 115 120 

tat act tac gac gac tgg ggc caa ggc acc act etc aca gtc tec 405 
Tyr Thr Tyr Asp Asp Trp Gly Gin Gly Thr Thr Leu Thr Val Ser 
125 130 135 

tea ggt ggt ggt ggt teg ggt ggt ggt ggt teg ggt ggt ggc gga 450 
Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly 
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140 145 150 

teg gat gtt gtg atg acc caa agt cca etc tec ctg cct gtc agt 495 
Ser Asp Val Val Met Thr Gin Ser Pro Leu Ser Leu Pro Val Ser 

155 160 165 

ctt gga gat caa gec tec ate tct tgc aga tea agt cag age ctt 540 
Leu Gly Asp Gin Ala Ser He Ser Cys Arg Ser Ser Gin Ser Leu 

170 175 180 

gtg cac agt aat gga aag acc tat tta cat tgg tac ctg cag aag 585 
Val His Ser Asn Gly Lys Thr Tyr Leu His Trp Tyr Leu Gin Lys 

185 190 195 

cca ggc cag tct cca aaa etc ctg ate tac aaa gtt tec aac cga 630 
Pro Gly Gin Ser Pro Lys Leu Leu He Tyr Lys Val Ser Asn Arg 

200 205 210 

ttt tct ggg gtc cca gac agg ttc agt ggc agt gga tea gtg aca 675 
Phe Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Val Thr 

215 220 225 

gat ttc aca etc atg ate age aga gtg gag get gag gat ctg gga 720 
Asp Phe Thr Leu Met He Ser Arg Val Glu Ala Glu Asp Leu Gly 

230 235 240 

gtt tat ttc tgc tct caa agt aca cat gtt ccg tac acg ttc gga 765 
Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro Tyr Thr Phe Gly 

245 250 255 

ggg ggg acc aag ctg gaa ata aaa gac tac aaa gac gat gac gat 810 
Gly Gly Thr Lys Leu Glu He Lys Asp Tyr Lys Asp Asp Asp Asp 
260 265 270 

aaa taa tga 819 
Lys 
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<210> 26 

<211> 456 

<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1)...(450) 

<223> pCHO-shlAP. Soluble human IAP 
<400> 26 

atg tgg ccc ctg gta gcg gcg ctg ttg ctg ggc teg gcg tgc tgc 45 
Met Trp Pro Leu Val Ala Ala Leu Leu Leu Gly Ser Ala Cys Cys 
5 10 15 

gga tea get cag eta eta ttt aat aaa aca aaa tct gta gaa ttc 90 
Gly Ser Ala Gin Leu Leu Phe Asn Lys Thr Lys Ser Val Glu Phe 

20 25 30 

acg ttt tgt aat gac act gtc gtc att cca tgc ttt gtt act aat 135 
Thr Phe Cys Asn Asp Thr Val Val lie Pro Cys Phe Val Thr Asn 

35 40 45 

atg gag gca caa aac act act gaa gta tac gta aag tgg aaa ttt 180 
Met Glu Ala Gin Asn Thr Thr Glu Val Tyr Val Lys Trp Lys Phe 

50 55 60 

aaa gga aga gat att tac acc ttt gat gga get eta aac aag tec 225 
Lys Gly Arg Asp He Tyr Thr Phe Asp Gly Ala Leu Asn Lys Ser 

65 70 75 

act gtc ccc act gac ttt agt agt gca aaa att gaa gtc tea caa 270 
Thr Val Pro Thr Asp Phe Ser Ser Ala Lys He Glu Val Ser Gin 

80 85 90 

tta eta aaa gga gat gee tct ttg aag atg gat aag agt gat get 315 
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Leu Leu Lys Gly Asp Ala Ser Leu Lys Met Asp Lys Ser Asp Ala 
95 100 105 

gtc tea cac aca gga aac tac act tgt gaa gta aca gaa tta acc 360 
Val Ser His Thr Gly Asn Tyr Thr Cys Glu Val Thr Glu Leu Thr 

110 115 120 

aga gaa ggt gaa acg ate ate gag eta aaa tat cgt gtt gtt tea 405 
Arg Glu Gly Glu Thr lie lie Glu Leu Lys Tyr Arg Val Val Ser 

125 130 135 

tgg ttt tct cca aat gaa aat gac tac aag gac gac gat gac aag 450 
Trp Phe Ser Pro Asn Glu Asn Asp Tyr Lys Asp Asp Asp Asp Lys 

140 145 150 

tga tag 456 

<210> 27 
<211> 46 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 27 

ggaattccat atgcaagtgc aacttcaaca gtctggacct gaactg 46 

<210> 28 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
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<400> 28 

ggaattctca ttattttatt tccagcttgg t 31 

<210> 29 

<211> 741 

<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1).. .(735) 

<223> pscM2DEm02. MABL2-scFv 

<400> 29 

atg caa gtg caa ctt caa cag tct gga cct gaa ctg gta aag cct 45 
Met Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys Pro 
5 10 15 

ggg get tea gtg aag atg tec tgc aag get tct gga tac ace ttc 90 
Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

20 25 30 

get aac cat gtt att cac tgg gtg aag cag aag cca ggg cag ggc 135 
Ala Asn His Val lie His Trp Val Lys Gin Lys Pro Gly Gin Gly 

35 40 45 

ctt gag tgg att gga tat att tat cct tac aat gat ggt act aag 180 
Leu Glu Trp He Gly Tyr lie Tyr Pro Tyr Asn Asp Gly Thr Lys 

50 55 60 

tat aat gag aag ttc aag gac aag gec act ctg act tea gac aaa 225 
Tyr Asn Glu Lys Phe Lys Asp Lys Ala Thr Leu Thr Ser Asp Lys 

65 70 75 

tec tec acc aca gec tac atg gac etc age age ctg gee tct gag 270 
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Ser Ser Thr Thr Ala Tyr Met Asp Leu Ser Ser Leu Ala Ser Glu 
80 85 90 

gac tct gcg gtc tat tac tgt gca aga ggg ggt tac tat act tac 315 
Asp Ser Ala Val Tyr Tyr Cys Ala Arg Gly Gly Tyr Tyr Thr Tyr 
95 100 105 

gac gac tgg ggc caa ggc acc act etc aca gtc tec tea ggt ggt 360 
Asp Asp Trp Gly Gin Gly Thr Thr Leu Thr Val Ser Ser Gly Gly 

110 115 120 

ggt ggt teg ggt ggt ggt ggt teg ggt ggt ggc gga teg gat gtt 405 
Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Asp Val 

125 130 135 

gtg atg acc caa agt cca etc tec ctg cct gtc agt ctt gga gat 450 
Val Met Thr Gin Ser Pro Leu Ser Leu Pro Val Ser Leu Gly Asp 

140 145 150 

caa gec tec ate tct tgc aga tea agt cag age ctt gtg cac agt 495 
Gin Ala Ser He Ser Cys Arg Ser Ser Gin Ser Leu Val His Ser 

155 160 165 

aat gga aag acc tat tta cat tgg tac ctg cag aag cca ggc cag 540 
Asn Gly Lys Thr Tyr Leu His Trp Tyr Leu Gin Lys Pro Gly Gin 

170 175 180 

tct cca aaa etc ctg ate tac aaa gtt tec aac cga ttt tct ggg 585 
Ser Pro Lys Leu Leu He Tyr Lys Val Ser Asn Arg Phe Ser Gly 

185 190 195 

gtc cca gac agg ttc agt ggc agt gga tea gtg aca gat ttc aca 630 
Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Val Thr Asp Phe Thr 

200 205 210 

etc atg ate age aga gtg gag get gag gat ctg gga gtt tat ttc 675 
Leu Met He Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Phe 



26/57 



215 220 225 

tgc tct caa agt aca cat gtt ccg tac acg ttc gga ggg ggg acc 720 
Cys Ser Gin Ser Thr His Val Pro Tyr Thr Phe Gly Gly Gly Thr 

230 235 240 

aag ctg gaa ata aaa taa tga 741 
Lys Leu Glu lie Lys 

<210> 30 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 30 

cagacagtgg ttcaaagt 18 

<210> 31 
<211> 72 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 31 

cgcgtcgacc gatccgccac cacccgaacc accaccaccc gaaccaccac caccttttat 60 
ttccagcttg gt 72 

<210> 32 
<211> 1605 
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<212> DNA 
<213> Mus 
<220> 
<221> CDS 

<222> (1). . - (1599) 

<223> pCH0M2(Fv)2. MABL2-sc(Fv)2 

<400> 32 

atg gga tgg age tgt ate ate etc ttc ttg gta gca aca get aca 45 
Met Gly Trp Ser Cys lie He Leu Phe Leu Val Ala Thr Ala Thr 
5 10 15 

ggt gtc gac tec cag gtc cag ctg cag cag tct gga cct gaa ctg 90 
Gly Val Asp Ser Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu 

20 25 30 

gta aag cct ggg get tea gtg aag atg tec tgc aag get tct gga 135 
Val Lys Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly 

35 40 45 

tac acc ttc get aac cat gtt att cac tgg gtg aag cag aag cca 180 
Tyr Thr Phe Ala Asn His Val He His Trp Val Lys Gin Lys Pro 

50 55 60 

ggg cag ggc ctt gag tgg att gga tat att tat cct tac aat gat 225 
Gly Gin Gly Leu Glu Trp He Gly Tyr He Tyr Pro Tyr Asn Asp 

65 70 75 

ggt act aag tat aat gag aag ttc aag gac aag gee act ctg act 270 
Gly Thr Lys Tyr Asn Glu Lys Phe Lys Asp Lys Ala Thr Leu Thr 

80 85 90 

tea gac aaa tec tec acc aca gee tac atg gac etc age age ctg 315 
Ser Asp Lys Ser Ser Thr Thr Ala Tyr Met Asp Leu Ser Ser Leu 

95 100 105 
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gcc tct 
Ala Ser 

tat act 
Tyr Thr 

tea ggt 
Ser Gly 

teg gat 
Ser Asp 

ctt gga 
Leu Gly 

gtg cac 
Val His 

cca ggc 
Pro Gly 

ttt tct 
Phe Ser 

gat ttc 
Asp Phe 

gtt tat 



gag gac tct 
Glu Asp Ser 
110 

tac gac gac 
Tyr Asp Asp 
125 

ggt ggt ggt 
Gly Gly Gly 
140 

gtt gtg atg 
Val Val Met 
155 

gat caa gcc 
Asp Gin Ala 
170 

agt aat gga 
Ser Asn Gly 
185 

cag tct cca 
Gin Ser Pro 
200 

ggg gtc cca 
Gly Val Pro 
215 

aca etc atg 
Thr Leu Met 
230 

ttc tgc tct 



gcg gtc 
Ala Val 

tgg ggc 
Trp Gly 

teg ggt 
Ser Gly 

acc caa 
Thr Gin 

tec ate 
Ser He 

aag acc 
Lys Thr 

aaa etc 
Lys Leu 

gac agg 
Asp Arg 

ate age 
lie Ser 



tat tac 
Tyr Tyr 

caa ggc 
Gin Gly 

ggt ggt 
Gly Gly 

agt cca 
Ser Pro 

tct tgc 
Ser Cys 

tat tta 
Tyr Leu 

ctg ate 
Leu lie 

ttc agt 
Phe Ser 

aga gtg 
Arg Val 



caa agt aca cat 



tgt gca 
Cys Ala 
115 

acc act 
Thr Thr 
130 

ggt teg 
Gly Ser 
145 

etc tec 
Leu Ser 
160 

aga tea 
Arg Ser 
175 

cat tgg 
His Trp 
190 

tac aaa 
Tyr Lys 
205 

ggc agt 
Gly Ser 
220 

gag get 
Glu Ala 
235 

gtt ccg 



aga ggg 
Arg Gly 

etc aca 
Leu Thr 

ggt ggt 
Gly Gly 

ctg cct 
Leu Pro 

agt cag 
Ser Gin 

tac ctg 
Tyr Leu 

gtt tec 
Val Ser 

gga tea 
Gly Ser 

gag gat 
Glu Asp 

tac acg 



ggt tac 360 
Gly Tyr 
120 

gtc tec 405 
Val Ser 
135 

ggc gga 450 
Gly Gly 
150 

gtc agt 495 
Val Ser 
165 

age ctt 540 
Ser Leu 
180 

cag aag 585 
Gin Lys 
195 

aac cga 630 
Asn Arg 
210 

gtg aca 675 
Val Thr 
225 

ctg gga 720 
Leu Gly 
240 

ttc gga 765 
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Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro Tyr Thr Phe Gly 

245 250 255 

ggg ggg acc aag ctg gaa ata aaa ggt ggt ggt ggt teg ggt ggt 810 
Gly Gly Thr Lys Leu Glu lie Lys Gly Gly Gly Gly Ser Gly Gly 

260 265 270 

ggt ggt teg ggt ggt ggc gga teg gtc gac tec cag gtc cag ctg 855 
Gly Gly Ser Gly Gly Gly Gly Ser Val Asp Ser Gin Val Gin Leu 

275 280 285 

cag cag tct gga cct gaa ctg gta aag cct ggg get tea gtg aag 900 
Gin Gin Ser Gly Pro Glu Leu Val Lys Pro Gly Ala Ser Val Lys 

290 295 300 

atg tec tgc aag get tct gga tac acc ttc get aac cat gtt att 945 
Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ala Asn His Val lie 

305 310 315 

cac tgg gtg aag cag aag cca ggg cag ggc ctt gag tgg att gga 990 
His Trp Val Lys Gin Lys Pro Gly Gin Gly Leu Glu Trp He Gly 

320 325 330 

tat att tat cct tac aat gat ggt act aag tat aat gag aag ttc 1035 
Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Lys Phe 

335 340 345 

aag gac aag gee act ctg act tea gac aaa tec tec acc aca gee 1080 
Lys Asp Lys Ala Thr Leu Thr Ser Asp Lys Ser Ser Thr Thr Ala 

350 355 360 

tac atg gac etc age age ctg gee tct gag gac tct gcg gtc tat 1125 
Tyr Met Asp Leu Ser Ser Leu Ala Ser Glu Asp Ser Ala Val Tyr 
365 370 375 

tac tgt gca aga ggg ggt tac tat act tac gac gac tgg ggc caa 1170 
Tyr Cys Ala Arg Gly Gly Tyr Tyr Thr Tyr Asp Asp Trp Gly Gin 
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380 385 390 

ggc acc act etc aca gtc tec tea ggt ggt ggt ggt teg ggt ggt 1215 
Gly Thr Thr Leu Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly 

395 400 405 

ggt ggt teg ggt ggt ggc gga teg gat gtt gtg atg acc caa agt 1260 
Gly Gly Ser Gly Gly Gly Gly Ser Asp Val Val Met Thr Gin Ser 

410 415 420 

cca etc tec ctg cct gtc agt ctt gga gat caa gee tec ate tct 1305 
Pro Leu Ser Leu Pro Val Ser Leu Gly Asp Gin Ala Ser lie Ser 

425 430 435 

tgc aga tea agt cag age ctt gtg cac agt aat gga aag acc tat 1350 
Cys Arg Ser Ser Gin Ser Leu Val His Ser Asn Gly Lys Thr Tyr 

440 445 450 

tta cat tgg tac ctg cag aag cca ggc cag tct cca aaa etc ctg 1395 
Leu His Trp Tyr Leu Gin Lys Pro Gly Gin Ser Pro Lys Leu Leu 

455 460 465 

ate tac aaa gtt tec aac cga ttt tct ggg gtc cca gac agg ttc 1440 
lie Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe 

470 475 480 

agt ggc agt gga tea gtg aca gat ttc aca etc atg ate age aga 1485 
Ser Gly Ser Gly Ser Val Thr Asp Phe Thr Leu Met He Ser Arg 

485 490 495 

gtg gag get gag gat ctg gga gtt tat ttc tgc tct caa agt aca 1530 
Val Glu Ala Glu Asp Leu Gly Val Tyr Phe Cys Ser Gin Ser Thr 

500 505 510 

cat gtt ccg tac acg ttc gga ggg ggg acc aag ctg gaa ata aaa 1575 
His Val Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
515 520 525 
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gac tac aaa gac gat gac gat aaa taa tga 1605 
Asp Tyr Lys Asp Asp Asp Asp Lys 
530 

<210> 33 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 33 

tgaggaattc ccaccatggg atg 33 

<210> 34 
<211> 40 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 34 

cacgacgtca ctcgagactg tgagagtggt gccttggccc 40 

<210> 35 
<211> 40 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 



<400> 35 

agtctcgagt gacgtcgtga tgacccaaag tccactctcc 40 



<210> 36 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 36 

gactggatcc tcattattta tcgtcatcgt c 31 

<210> 37 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 37 

cgcgtaatac gactcactat ag 22 

<210> 38 
<211> 46 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 38 
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gcaattggac ctgttttatc tcgagcttgg tcccccctcc gaacgt 46 

<210> 39 
<211> 45 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 39 

gctcgagata aaacaggtcc aattgcagca gtctggacct gaact 45 

<210> 40 
<211> 60 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 40 

gactggatcc tcattattta tcgtcatcgt ctttgtagtc tgaggagact gtgagagtgg 

<210> 41 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 41 

gactgaattc ccaccatgaa gttgcctgtt ag 32 
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<210> 42 
<211> 40 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 42 

cagtctcgag tggtggttcc gacgtcgtga tgacccaaag 40 

<210> 43 
<211> 43 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 43 

cagtctcgag tggtggtggt tccgacgtcg tgatgaccca aag 43 

<210> 44 
<2U> 46 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 44 

cagtctcgag tggtggtggt ggttccgacg tcgtgatgac ccaaag 46 
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<210> 45 
<211> 49 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 45 

cagtctcgag tggtggtggt ggtggttccg acgtcgtgat gacccaaag 49 

<210> 46 
<211> 52 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 46 

cagtctcgag tggtggtggt ggtggtggtt ccgacgtcgt gatgacccaa ag 

<210> 47 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 47 

ggccgcatgt tgtcacgaat 20 



<210> 48 
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<2U> 780 

<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1)...(768) 

<223> CF2HL-0/pC0Sl. MABL2-scFv<HL-0> 
<400> 48 

atg gga tgg age tgt ate ate etc ttc ttg gta gca aca get aca ggt gtc 51 
MET Gly Trp Ser Cys He lie Leu Phe Leu Val Ala Thr Ala Thr Gly Val 

5 10 15 

gac tec cag gtc cag ctg cag cag tct gga cct gaa ctg gta aag cct ggg 102 
Asp Ser Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys Pro Gly 

20 25 30 

get tea gtg aag atg tec tgc aag get tct gga tac ace ttc get aac cat 153 
Ala Ser Val Lys MET Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ala Asn His 

35 40 45 50 

gtt att cac tgg gtg aag cag aag cca ggg cag ggc ctt gag tgg att gga 204 
Val lie His Trp Val Lys Gin Lys Pro Gly Gin Gly Leu Glu Trp He Gly 

55 60 65 

tat att tat cct tac aat gat ggt act aag tat aat gag aag ttc aag gac 255 
Tyr He Tyr Pro Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Lys Phe Lys Asp 
70 75 80 85 

aag gee act ctg act tea gac aaa tec tec acc aca gee tac atg gac etc 306 
Lys Ala Thr Leu Thr Ser Asp Lys Ser Ser Thr Thr Ala Tyr MET Asp Leu 

90 95 100 

age age ctg gee tct gag gac tct gcg gtc tat tac tgt gca aga ggg ggt 357 
Ser Ser Leu Ala Ser Glu Asp Ser Ala Val Tyr Tyr Cys Ala Arg Gly Gly 
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105 110 115 

tac tat act tac gac gac tgg ggc caa ggc acc act etc aca gtc teg agt 408 
Tyr Tyr Thr Tyr Asp Asp Trp Gly Gin Gly Thr Thr Leu Thr Val Ser Ser 
120 125 130 135 

gac gtc gtg atg acc caa agt cca etc tec ctg cct gtc agt ctt gga gat 459 
Asp Val Val MET Thr Gin Ser Pro Leu Ser Leu Pro Val Ser Leu Gly Asp 

140 145 150 

caa gee tec ate tct tgc aga tea agt cag age ctt gtg cac agt aat gga 510 
Gin Ala Ser He Ser Cys Arg Ser Ser Gin Ser Leu Val His. Ser Asn Gly 
155 160 165 170 

aag acc tat tta cat tgg tac ctg cag aag cca ggc cag tct cca aaa etc 561 
Lys Thr Tyr Leu His Trp Tyr Leu Gin Lys Pro Gly Gin Ser Pro Lys Leu 

175 180 185 

ctg ate tac aaa gtt tec aac cga ttt tct ggg gtc cca gac agg ttc agt 612 
Leu lie Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp Arg Phe Ser 

190 195 200 

ggc agt gga tea gtg aca gat ttc aca etc atg ate age aga gtg gag get 663 
Gly Ser Gly Ser Val Thr Asp Phe Thr Leu MET He Ser Arg Val Glu Ala 
205 210 215 220 

gag gat ctg gga gtt tat ttc tgc tct caa agt aca cat gtt ccg tac acg 714 
Glu Asp Leu Gly Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro Tyr Thr 

225 230 235 

ttc gga ggg ggg acc aag ctg gaa ata aaa gac tac aaa gac gat gac gat 765 
Phe Gly Gly Gly Thr Lys Leu Glu He Lys Asp Tyr Lys Asp Asp Asp Asp 
240 245 250 255 

aaa taa tga gga tec 780 
Lys 
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<210> 49 
<211> 45 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 49 

caagctcgag ataaaatccg gaggccaggt ccaattgcag cagtc 45 

<210> 50 
<211> 48 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 50 

caagctcgag ataaaatccg gaggtggcca ggtccaattg cagcagtc 48 

<210> 51 
<211> 51 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 51 

caagctcgag ataaaatccg gaggtggtgg ccaggtccaa ttgcagcagt c 
<210> 52 
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<211> 54 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 52 

caagctcgag ataaaatccg gaggtggtgg tggccaggtc caattgcagc agtc 54 

<210> 53 
<211> 57 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> PCR primer 
<400> 53 

caagctcgag ataaaatccg gaggtggtgg tggtggccag gtccaattgc agcagtc 57 

<210> 54 

<211> 780 

<212> DNA 

<213> Mus 

<220> 

<221> CDS 

<222> (1)...(768) 

<223> CF2LH-0/pC0Sl. MABL2-scFv<LH-0> 
<400> 54 

atg aag ttg cct gtt agg ctg ttg gtg ctg atg ttc tgg att cct ggt tec 
MET Lys Leu Pro Val Arg Leu Leu Val Leu MET Phe Trp He Pro Gly Ser 
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5 10 15 

age agt gat gtt gtg atg acc caa agt cca etc tec ctg cct gtc agt ctt 102 
Ser Ser Asp Val Val MET Thr Gin Ser Pro Leu Ser Leu Pro Val Ser Leu 

20 25 30 

gga gat caa gec tec ate tct tgc aga tea agt cag age ctt gtg cac agt 153 
Gly Asp Gin Ala Ser He Ser Cys Arg Ser Ser Gin Ser Leu Val His Ser 
35 40 45 50 

aat gga aag acc tat tta cat tgg tac ctg cag aag cca ggc cag tct cca 204 
Asn Gly Lys Thr Tyr Leu His Trp Tyr Leu Gin Lys Pro Gly Gin Ser Pro 

55 60 65 

aaa etc ctg ate tac aaa gtt tec aac cga ttt tct ggg gtc cca gac agg 255 
Lys Leu Leu He Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp Arg 
70 75 80 85 

ttc agt ggc agt gga tea gtg aca gat ttc aca etc atg ate age aga gtg 306 
Phe Ser Gly Ser Gly Ser Val Thr Asp Phe Thr Leu MET He Ser Arg Val 

90 95 100 

gag get gag gat ctg gga gtt tat ttc tgc tct caa agt aca cat gtt ccg 357 
Glu Ala Glu Asp Leu Gly Val Tyr Phe Cys Ser Gin Ser Thr His Val Pro 

105 110 115 

tac acg ttc gga ggg ggg acc aag etc gag ata aaa cag gtc caa ttg cag 408 
Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys Gin Val Gin Leu Gin 
120 125 130 135 

cag tct gga cct gaa ctg gta aag cct ggg get tea gtg aag atg tec tgc 459 
Gin Ser Gly Pro Glu Leu Val Lys Pro Gly Ala Ser Val Lys MET Ser Cys 

140 145 150 

aag get tct gga tac acc ttc get aac cat gtt att cac tgg gtg aag cag 510 
Lys Ala Ser Gly Tyr Thr Phe Ala Asn His Val He His Trp Val Lys Gin 
155 160 165 170 
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aag cca ggg cag ggc ctt gag tgg att gga tat att tat cct tac aat gat 561 
Lys Pro Gly Gin Gly Leu Glu Trp He Gly Tyr He Tyr Pro Tyr Asn Asp 

175 180 185 

ggt act aag tat aat gag aag ttc aag gac aag gcc act ctg act tea gac 612 
Gly Thr Lys Tyr Asn Glu Lys Phe Lys Asp Lys Ala Thr Leu Thr Ser Asp 

190 195 200 

aaa tec tec acc aca gcc tac atg gac etc age age ctg gcc tct gag gac 663 
Lys Ser Ser Thr Thr Ala Tyr MET Asp Leu Ser Ser Leu Ala Ser Glu Asp 
205 210 215 220 

tct gcg gtc tat tac tgt gca aga ggg ggt tac tat act tac gac gac tgg 714 
Ser Ala Val Tyr Tyr Cys Ala Arg Gly Gly Tyr Tyr Thr Tyr Asp Asp Trp 

225 230 235 

ggc caa ggc acc act etc aca gtc tec tea gac tac aaa gac gat gac gat 765 
Gly Gin Gly Thr Thr Leu Thr Val Ser Ser Asp Tyr Lys Asp Asp Asp Asp 
240 245 250 255 

aaa taa tga gga tec 780 
Lys 

<210> 55 

<211> 351 

<212> DNA 

<213> Human 

<220> 

<221> CDS 

<222> (1)...(351) 

<223> 12B5HV. 1-351 peptide 

<400> 55 

cag gtg cag ctg gtg cag tct ggg gga ggc ttg gtc egg ccc ggg ggg tec ctg agt etc 
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Gin Val Gin Leu Val 
5 

tec tgt gca gtc tct 
Ser Cys Ala Val Ser 
25 

cca ggc aag ggg ctg 
Pro Gly Lys Gly Leu 
45 

gca gac tec gtg cag 
Ala Asp Ser Val Gin 
65 

ctg caa atg aac age 
Leu Gin MET Asn Ser 
85 

cat tat ggt ttc gat 
His Tyr Gly Phe Asp 
105 



Gin Ser Gly Gly Gly Leu Val Arg Pro Gly Gly Ser Leu Ser Leu 

10 15 20 

gga ate ace etc agg ace tac ggc atg cac tgg gtc cgc cag get 120 
Gly He Thr Leu Arg Thr Tyr Gly MET His Trp Val Arg Gin Ala 

30 35 40 

gag tgg gtg gca ggt ata tec ttt gac gga aga agt gaa tac tat 180 
Glu Trp Val Ala Gly He Ser Phe Asp Gly Arg Ser Glu Tyr Tyr 

50 55 60 

ggc cga ttc acc ate tec aga gac agt tec aag aac acc ctg tat 240 
Gly Arg Phe Thr He Ser Arg Asp Ser Ser Lys Asn Thr Leu Tyr 

70 75 80 

ctg aga gee gag gac acg get gtg tat tac tgt gcg aga gga gca 300 
Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Gly Ala 

90 95 100 

ate tgg ggc caa ggg aca atg gtc acc gtc teg agt 351 
He Trp Gly Gin Gly Thr MET Val Thr Val Ser Ser 
110 115 



<210> 56 

<211> 57 

<212> DNA 

<213> Human 

<220> 

<221> CDS 

<222> (1)...(57) 

<223> reader sequence 

<400> 56 

atg gag ttt ggg ctg age tgg gtt ttc etc gtt get ctt tta aga ggt gtc cag tgt 57 
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MET Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arg Gly Val Gin Cys 
5 10 15 

<210> 57 
<211> 115 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VH-1 
<400> 57 

atggagtttg ggctgagctg ggttttcctc gttgctcttt taagaggtgt ccagtgtcag 60 
gtgcagctgg tgcagtctgg gggaggcttg gtccggcccg gggggtccct gagtc 115 

<210> 58 
<211> 115 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VH-2 
<400> 58 

aaggatatac ctgccaccca ctccagcccc ttgcctggag cctggcggac ccagtgcatg 60 
ccgtaggtcc tgagggtgat tccagagact gcacaggaga gactcaggga ccccc 115 

<210> 59 
<211> 115 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> 12B5VH-3 
<400> 59 

ggcaggtata tcctttgacg gaagaagtga atactatgca gactccgtgc agggccgatt 60 
caccatctcc agagacagtt ccaagaacac cctgtatctg caaatgaaca gcctg 115 

<210> 60 
<211> 108 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VH-4 
<400> 60 

actcgagacg gtgaccattg tcccttggcc ccagatatcg aaaccataat gtgctcctct 60 
cgcacagtaa tacacagccg tgtcctcggc tctcaggctg ttcatttg 108 

<210> 61 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VH-S, PCR primer 
<400> 61 

ttcaagcttc caccatggag tttgggctga gc 32 

<210> 62 
<211> 34 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> 12B5VH-A, PCR primer 
<400> 62 

ttgggatcca ctcaccactc gagacggtga ccat 34 

<210> 63 
<211> 588 
<212> DNA 
<213> Human 
<220> 
<221> CDS 

<222> (236)... (558) 

<223> 1-235; intron, 236-558; Human IgG constant region (partial) 
<400> 63 

gaattcgtga gtggatccca agctagcttt ctggggcagg ccaggcctga ccttggcttt 60 
ggggcaggga gggggctaag gtgaggcagg tggcgccagc caggtgcac acccaatgccc 120 
atgagcccag acactggacg ctgaacctcg cggacagtta agaacccagg ggcctctgcg 180 
ccctgggccc agctctgtcc cacaccgcgg tcacatggca caacctctct tgca gcc tec 240 

Ala Ser 
1 

acc aag ggc cca teg gtc ttc ccc ctg gca ccc tec tec aag age ace tct ggg ggc aca 300 
Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr 

5 10 15 20 

gcg gcc ctg ggc tgc ctg gtc aag gac tac ttc ccc gaa ccg gtg acg gtg teg tgg aac 360 
Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn 

25 30 35 40 

tea ggc gcc ctg acc age ggc gtg cac acc ttc ccg get gtc eta cag tec tea gga etc 420 
Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gin Ser Ser Gly Leu 
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45 50 55 60 

tac tec etc age age gtg gtg ace gtg ccc tec age age ttg ggc acc cag ace tac ate 480 
Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gin Thr Tyr lie 

65 70 75 80 

tgc aac gtg aat cac aag ccc age aac acc aag gtg gac aag aaa gtt gag ccc aaa tct 540 
Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser 

85 90 95 100 

tgt gac aaa act cac aca 558 
Cys Asp Lys Thr His Thr 
105 

<210> 64 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> G1CH1-S, PCR primer 
<400> 64 

tgagaattcg tgagtggatc ccaagct 27 

<210> 65 
<211> 60 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> G1CH1-A, PCR primer 
<400> 65 

aaaagatctt tatcatgtgt gagttttgtc acaagatttg ggctcaactt tcttgtccac 60 
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<210> 66 

<211> 433 

<212> DNA 

<213> Human 

<220> 

<221> CDS 

<222> (12)... (419) 

<223> HEF-12B5H-g gamma. 12-419 peptide 
<400> 66 

aagcttccac c atg gag ttt ggg ctg age tgg gtt ttc etc gtt get ctt tta aga 56 
MET Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arg 
15 10 15 

ggt gtc cag tgt cag gtg cag ctg gtg cag tct ggg gga ggc ttg gtc egg ccc ggg ggg 116 
Gly Val Gin Cys Gin Val Gin Leu Val Gin Ser Gly Gly Gly Leu Val Arg Pro GlyGly 

20 25 30 35 

tec ctg agt etc tec tgt gca gtc tct gga ate acc etc agg ace tac ggc atg cac tgg 176 
Ser Leu Ser Leu Ser Cys Ala Val Ser Gly He Thr Leu Arg Thr Tyr Gly MET His Trp 

40 45 50 55 

gtc cgc cag get cca ggc aag ggg ctg gag tgg gtg gca ggt ata tec ttt gac gga aga 236 
Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val Ala Gly He Ser Phe Asp Gly Arg 

60 65 70 75 

agt gaa tac tat gca gac tec gtg cag ggc cga ttc acc ate tec aga gac agt tec aag 296 
Ser Glu Tyr Tyr Ala Asp Ser Val Gin Gly Arg Phe Thr lie Ser Arg Asp Ser Ser Lys 

80 85 90 95 

aac acc ctg tat ctg caa atg aac age ctg aga gec gag gac acg get gtg tat tac tgt 356 
Asn Thr Leu Tyr Leu Gin MET Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys 
100 105 110 115 

gcg aga gga gca cat tat ggt ttc gat ate tgg ggc caa ggg aca atg gtc acc gtc teg 416 
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Ala Arg Gly Ala His Tyr Gly Phe Asp He Trp Gly Gin Gly Thr MET Val Thr Val Ser 
120 125 130 135 

agt ggtgagtgga tec 433 
Ser 

<210> 67 

<2U> 323 

<212> DNA 

<213> Human 

<220> 

<221> CDS 

<222> (1)...(323) 

<223> 12B5LV. 1-323 peptide 

<400> 67 

gac ate cag atg ace cag tct cct tec acc ctg tct gca tct att gga gac aga gtc acc 60 
Asp He Gin MET Thr Gin Ser Pro Ser Thr Leu Ser Ala Ser He Gly Asp Arg Val Thr 
5 10 15 20 

ate acc tgc egg gee age gag ggt att tat cac tgg ttg gee tgg tat cag cag aag cca 120 
He Thr Cys Arg Ala Ser Glu Gly He Tyr His Trp Leu Ala Trp Tyr Gin Gin Lys Pro 

25 30 35 40 

ggg aaa gee cct aaa etc ctg ate tat aag gee tct agt tta gee agt ggg gee cca tea 180 
Gly Lys Ala Pro Lys Leu Leu He Tyr Lys Ala Ser Ser Leu Ala Ser Gly Ala Pro Ser 

45 50 55 60 

agg ttc age ggc agt gga tct ggg aca gat ttc act etc acc ate age age ctg cag cct 240 
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Ser Ser Leu Gin Pro 

65 70 75 80 

gat gat ttt gca act tat tac tgc caa caa tat agt aat tat ccg etc act ttc ggc gga 300 
Asp Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Tyr Ser Asn Tyr Pro Leu Thr Phe Gly Gly 
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85 

ggg acc aag ctg gag ate aaa 323 
Gly Thr Lys Leu Glu He Lys 
105 



90 



95 



100 



<210> 68 

<211> 66 

<212> DNA 

<213> Human 

<220> 

<221> CDS 

<222> (1)...(66) 

<223> reader sequence 

<400> 68 

atg gac atg agg gtc ccc get cag etc ctg ggg etc ctg ctg etc tgg etc cca ggt gee 60 
MET Asp MET Arg Val Pro Ala Gin Leu Leu Gly Leu Leu Leu Leu Trp Leu Pro Gly Ala 
5 10 15 20 

Aaa tgt 66 
Lys Cys 

<210> 69 
<211> 110 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VL-1 
<400> 69 

atggacatga gggtccccgc tcagctcctg gggctcctgc tgctctggct cccaggtgcc 60 
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aaatgtgaca tccagatgac ccagtctcct tccaccctgt ctgcatctat 110 

<210> 70 
<211> 110 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VL-2 
<400> 70 

ggagtttagg ggctttccct ggcttctgct gataccaggc caaccagtga taaataccct 60 
cgctggcccg gcaggtgatg gtgactctgt ctccaataga tgcagacagg 110 

<210> 71 
<211> 110 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VL-3 
<400> 71 

aagcccctaa actcctgatc tataaggcct ctagtttagc cagtggggcc ccatcaaggt 60 
tcagcggcag tggatctggg acagatttca ctctcaccat cagcagcctg 110 

<210> 72 
<211> 103 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VL-4 
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<400> 72 

tttgatctcc agcttggtcc ctccgccgaa agtgagcgga taattactat attgttggca 60 
gtaataagtt gcaaaatcat caggctgcag gctgctgatg gtg 103 



<210> 73 
<211> 32 . 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5VL-S, PCR primer 
<400> 73 

ttcaagcttc caccatggac atgagggtcc cc 32 



<210> 74 
<211> 35 
<212> DNA ' 

<213> Artificial Sequence 
<220> 

<223> 12B5VL-A, PCR primer 
<400> 74 

tctaggatcc actcacgttt gatctccagc ttggt 35 



<210> 75 
<211> 415 
<212> DNA 
<213> Human 
<220> 
<221> CDS 
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<222> (12)... (398) 

<223> HEF-12B5H-g kappa. 12-398 peptide 
<400> 75 

aagcttccac c atg gac atg agg gtc ccc get cag etc ctg ggg etc ctg ctg etc 56 
MET Asp MET Arg Val Pro Ala Gin Leu Leu Gly Leu Leu Leu Leu 
15 10 15 

tgg etc cca ggt gec aaa tgt gac ate cag atg acc cag tct cct tec ace ctg tct gca 116 
Trp Leu Pro Gly Ala Lys Cys Asp lie Gin MET Thr Gin Ser Pro Ser Thr Leu Ser Ala 

20 25 30 35 

tct att gga gac aga gtc acc ate acc tgc egg gee age gag ggt att tat cac tgg ttg 176 
Ser He Gly Asp Arg Val Thr He Thr Cys Arg Ala Ser Glu Gly He Tyr His Trp Leu 

40 45 50 55 

gec tgg tat cag cag aag cca ggg aaa gec cct aaa etc ctg ate tat aag gec tct agt 236 
Ala Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro Lys Leu Leu He Tyr Lys Ala Ser Ser 

60 65 70 75 

tta gec agt ggg gec cca tea agg ttc age ggc agt gga tct ggg aca gat ttc act etc 296 
Leu Ala Ser Gly Ala Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu 

80 85 90 95 

acc ate age age ctg cag cct gat gat ttt gca act tat tac tgc caa caa tat agt aat 356 
Thr He Ser Ser Leu Gin Pro Asp Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Tyr Ser Asn 
100 105 110 115 

tat ccg etc act ttc ggc gga ggg acc aag ctg gag ate aaa cgtgagtgga tcctaga 415 
Tyr Pro Leu Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
120 125 



<210> 76 
<211> 24 
<212> DNA 



<213> Artificial Sequence 
<220> 

<223> FLAG tag sequence 
<400> 76 

gac tac aag gat gac gac gat aag 24 
Asp Tyr Lys Asp Asp Asp Asp Lys 
5 

<210> 77 
<2U> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> 12B5-S, PCB primer 
<400> 77 

atagaattcc accatggagt ttgggctgag c 

<210> 78 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> HuVHJ3, PCR primer 
<400> 78 

tgaagagacg gtgaccattg tccc 24 

<210> 79 
<211> 28 



<212> DNA 

<213> Artificial Sequence 
<220> 

<223> RhuJH3, PCR primer 
<400> 79 

ggacaatggt caccgtctct tcaggtgg 28 

<210> 80 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> RhuVKl, PCR primer 
<400> 80 

ggagactggg tcatctggat gtccgatccg cc 

<210> 81 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> HuVK1.2, PCR primer 
<400> 81 

gacatccaga tgacccagtc tec 23 



<210> 82 
<211> 59 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> 12B5F-A, PCR primer 
<400> 82 

attgcggccg cttatcactt atcgtcgtca tccttgtagt ctttgatctc cagcttggt 59 

<210> 83 
<211> 45 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Linker amino acid sequence and nucleotide sequence 
<400> 83 

ggt ggt ggt ggt teg ggt ggt ggt ggt teg ggt ggt ggc gga teg 45 
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser 
5 10 15 

<210> 84 
<211> 823 
<212> DNA 
<213> Human 
<220> 
<221> CDS 

<222> (12)... (809) 

<223> pC0S-scl2B5. scl2B5 

<400> 84 

aagcttccac c atg gag ttt ggg ctg age tgg gtt ttc etc gtt get ctt tta aga 56 
Met Glu Phe Gly Leu Ser Trp Val Phe Leu Val Ala Leu Leu Arg 



56/57 



15 10 15 

ggt gtc cag tgt cag gtg cag ctg gtg cag tct ggg gga ggc ttg gtc egg ccc ggg ggg 116 
Gly Val Gin Cys Gin Val Gin Leu Val Gin Ser Gly Gly Gly Leu Val Arg Pro Gly Gly 
20 25 30 35 

tec ctg agt etc tec tgt gca gtc tct gga ate acc etc agg acc tac ggc atg cac tgg 176 
Ser Leu Ser Leu Ser Cys Ala Val Ser Gly He Thr Leu Arg Thr Tyr Gly MET His Trp 
40 45 50 55 

gtc cgc cag get cca ggc aag ggg ctg gag tgg gtg gca ggt ata tec ttt gac gga aga 236 
Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val Ala Gly lie Ser Phe Asp Gly Arg 
60 65 70 75 

agt gaa tac tat gca gac tec gtg cag ggc cga ttc acc ate tec aga gac agt tec aag 296 
Ser Glu Tyr Tyr Ala Asp Ser Val Gin Gly Arg Phe Thr He Ser Arg Asp Ser Ser Lys 
80 85 90 95 

aac acc ctg tat ctg caa atg aac age ctg aga gee gag gac acg get gtg tat tac tgt 356 
Asn Thr Leu Tyr Leu Gin MET Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys 

100 105 110 115 

gcg aga gga gca cat tat ggt ttc gat ate tgg ggc caa ggg aca atg gtc acc gtc teg 416 
Ala Arg Gly Ala His Tyr Gly Phe Asp lie Trp Gly Gin Gly Thr MET Val Thr Val Ser 

120 125 130 135 

agt ggt ggt ggt ggt teg ggt ggt ggt ggt teg ggt ggt ggc gga teg gac ate cag atg 476 
Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Asp He Gin Met 

140 145 150 155 

acc cag tct cct tec acc ctg tct gca tct att gga gac aga gtc acc ate acc tgc egg 536 
Thr Gin Ser Pro Ser Thr Leu Ser Ala Ser He Gly Asp Arg Val Thr He Thr Cys Arg 

160 165 170 175 

gee age gag ggt att tat cac tgg ttg gee tgg tat cag cag aag cca ggg aaa gee cct 596 
Ala Ser Glu Gly He Tyr His Trp Leu Ala Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro 

180 185 190 195 
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aaa etc ctg ate tat aag gee tct agt tta gee agt ggg gee cca tea agg ttc age ggc 656 
Lys Leu Leu He Tyr Lys Ala Ser Ser Leu Ala Ser Gly Ala Pro Ser Arg Phe Ser Gly 

200 205 210 215 

agt gga tct ggg aca gat ttc act etc ace ate age age ctg cag cct gat gat ttt gca 716 
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Ser Ser Leu Gin Pro Asp Asp Phe Ala 

220 225 230 235 

act tat tac tgc caa caa tat agt aat tat ccg etc act ttc ggc gga ggg acc aag ctg 776 
Thr Tyr Tyr Cys Gin Gin Tyr Ser Asn Tyr Pro Leu Thr Phe Gly Gly Gly Thr Lys Leu 

240 245 250 255 

gag ate aaa gac tac aag gat gac gac gat aag tga taa gcggccgc 823 
Glu He Lys Asp Tyr Lys Asp Asp Asp Asp Lys 

260 265 



